PCT 




I (si) mmmm^me 




(11) E 




WO95/18097 


J ' O07C 237/30, 237/42, O07D 265/26, 317/60, 405/12, 


Al 








A61K 31/36, 31/44, 31/445, 31/495 




(43) a 


MS 


1995^7^ 6 0(06.07.95) 



(21) HgSffi|®#-l§- 

(22) B&trJ$0 



PCT/JP94702262 
1994^12^ 27 0(27.12.94) 



(30) «£ttx-* 

#«g¥5/347092 1993^12^27 0(27.1293) JP 
fti§¥6/299110 1994^11^09 0(09.11.94) JP 

(71) tbHA OfcBtBK-f^TOfcfcBfcovvO 

9V t*5t£#(EKAI CO., LTD.)[JP/JP] 
T 112-88 ^ST«I5S:S:E/h5;i|4T @6#10-§- Tokyo, (JP) 

(72) 35W#;*sJ:if . 

(75) $&H!#/Hj8iA (fcBfcovvc©*) 

M^*ff(OZAKI, Fuimliiio)[JP/JP] 

T300-12 ^fe6m4^^ftT^BT2-35-55 Ibaraki, (JP) 

^ffiAj^OSHIBASHI, Keiji)pP/JP] 

T305 < tf rr73^3-19-l 

/<— ? t *o < 1-401 Ibaraki, (JP) 

£BBl#lE(IKUTA, Jfironori)[JP/JP] 

T300-12 mmW:¥iKmmm-35-12 Ibaraki, (JP) 

^HfSftfflSHIHARA, HuokOPP/JP] 

T305 ^«J|o < tfffii&a* £42-10 Ibaraki, (JP) 



££Bft(SOUDA, Shigoru)pP/IP] 

T 300-12 **^4 s *ffi'FA"n687-21 Ibaraki, (JP) 

(74) ftSA 

#3± ^(FURUYA, Kaoro ot al.) 

T103 M7jt®**:%.fi*ffiM®m-i-U 
B *ffiTMtr^ Tokyo, (JP) 

(8i) mmm 

AU, CA, CN, FJ, HU, KR, NO, NZ, RU, US, BWHWffCAT, BE, 
CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, FT, SE). 



(54) Title : ANTHRANILIC ACID DERTVATTVE 



(54) mm <r>% # r>h? -/mmmft 



R' 



R 1 



(I) 



(57) Abstract 



An anthranilic acid derivative having a cGMP-PDE inhibitory activity and represented bv general formula 
0), or a pharrnacolog cally acceptable salt thereof wherein R», R* R3 and R< raresenteach i h^wndlShvSen 
hatogen. hydroxy, optionally halogenated lower alkyl, optionally halogenated 

«fiSnSt£ "^TV CaCh ^ndentiy hydrogen, halogen hydroxy, cyano. optionally SS B 
ffiS,* feff e fr , W "P 16 * 51 " 8 -N- « "CH-, R7 and R* represent each tadependeSy 

hydrogen, optionally halogenated lower alkyl, etc.; A represents hydrogen, optionally halogenated lower alkvl etc • Z 

3S StefcWft 1 6 al0gena,ed l0WCr Cyan0 * ^ en; ^ re^en^ofygenT & »d n 



(57) mm 



cgmp-pde mmftft *w-r * r > h 5 - ;m ai##*««-r a o 
-$5$ ( 1 ) 



ni*0*fcttl~6©Ml*»5M-*o 3 





WO 95/18097 



- 1 - 



PCT/JP94/02262 



HE iOT « 

*©1M ? U ^GMP (WTc GMP fcB&f) ^BI#tT^-5t#X.^>nT^ 

* 0 c gmp {z^xttfam^mmz *> VK%m%^mmv%mftm^ < a & 

nrv^o cn^©m^©f^M«l?li^ru^BJ^^T(i/<i:^*^ :©cGMP 

©»tti*/T-i/- t?*sttfl:u cgmp §;tce 



WO 95/18097 



- 2 - 



PCT/JP94/02262 



z<D&?tm\$K&^ *%*ji%mt%iL\,*94 7<D&t)mtitzmn&M%t 

? *lt> t>\±, cGMP*X!)-^xXf7-t* (J^TcGMP-PD 

vat®— (i) k^-t r> h7-frmm&&Rtf j e<Dmm¥&} 



R 9 . R'^i^n^^^LT^^^^t-^ii/XoT^^^tT^Tfe 
IC, colli, it&&£*rLT^T%ck^o p«0 *yil*l-6©»» 




(I) 



5*-(CH 2 ) p -N 




(3;*R 9 , 



WO 95/18097 



- 3 - 



PCT/JP94/02262 



$ nxi^r t> wug, gifts £W UT^x t> J;^* 

(0) q 

II 

JIM. jS-S-R 13 &*R li ltttm : ?*tzlt"a>fym.&$tlX\,*Tt> J: VMS 

Any ^M&bT^T&^V^ifRT^*;^ adt 5 >g«l$nT^Tt><J:l^ 
ftT^3*->***«*-r*o ICR 5 ^ R 6 ticti^^cnb^ltt>5K 

;U«^^*f 6o R 1 tR 7 tK «en«etl36<IS'frtT^5«*IIC^t-|| 

-x-(ch 2 )»-z (^^xiix5;-co-T'/F$n6S> ^-cs-T-TF^n^s. 



WO 95/18097 



- 4 - 



PCT/JP94/02262 



TfeJ;i^fo7'J -Jim, {t&g£*r LT^T^cki^xoT »J -;ut;u^;u 
5^- NR 1 1 R 12 (^R'\ R l2 |;L H-^^(iffiM^-S7K^^ 

nli0*fctil~-6©fi»£«!*-f* o ] 

T>h7-^iiio-7 i;^i§i-efeo, r> h^-Jimr * K©«a6# 

-BsC (I) ©^ii:fc^t, R 1 > R 2 . R 3 . R 4 . R 5 , R 6 , R 7 , 
R 8 s R 9 s R"\ R 1 R' 2 . R 18 S^R 14 0^{c*t,n^^oy>gg|$ 

Iit*fcli^©7;^;H, fi»J^li^f-;K x*;k n-7°nh°;k n - 

Atn^fAS, 2, 2 - ^ d d xf ;H/,i: fei t It^if § c t ^ ! t§ 5 9 
* Li^mt UTIi, xf;HJ/;ii h ij 7;u*o * 



WO 95/18097 



- 5 - 



PCT/JP94/02262 



R 1 . R 2 , R 3 , R 4 ©fiC^btlSh Vo*i<T)\,*)\,mbt±, ±EfS 

5 ~ 6 © *>©£ii!*-r£o 
R 1 > R 2 , R 3 , R 4 . R 5 , R e , R 9 , R'\ R 1 'StfR 12 ©£^K<& 

*->gte£©&i&T;i/3*:yg©&rfMr h y y^tv/f-JV-t^r^m, 2, 2 - 

R 1 > R 2 . R 3 . R 4 ©£^(::*£>tt£ r^S^WLT^T%i:V>f-h7 

/«c^©|g;^T;i/ + ;US ; p-y h + ->^>^^, p-xho^>^ 3, 4 _ 

ftLTl^T £1,^7 x.-)l<mX'W&£ntzfc1(&TJl3r Jim ; 2, 2, 2 - h U ? 
nnx^;k 2 -3- K.x^;i/^^©^Dy>fbf&itT;P4 i ;l'« ; hV<D>f;U^- 

'<l<*) tf-Jl, 1 -T-tr h**>x^;k 2-7tf + i/xf;K 

1 - tv<n-f x^;k 2 - \?J<aJ )l**UjLl-Jlt£Z?<Dl&®LT)\sti J. 

;k l- U v7Dt:+->*;^'-m-» x ^tg©f£ifRT;i/ ;u 
x;u*^><gjj&T;l/*;l/g ; * 2 :>x^;l/^© ft ;b 



WO 95/18097 



- 6 - 



PCT/JP94/02262 



W Jl-t*isS 4- [N- (t-7^^*;^'-;l/) 7 »J i/Jltf-i/] 

JUrJim ; (5 2-**7- 1, 3-^t+Vl/>- 4 ->f;l/) 

x;u** ^Mr;i/+;usnc £ c 3 C 

R' . R 2 , R 8 , R 4 , R 1 ! , R'\ S^ZCD^C^^n-SJS^^nX^ 

2, 2-h'J?DDxf^ 2 -3- Kx^;l,/xi:"©^Dy>fki£i^T;l/+;US 
h + i/aif-;U % 1 - t 0 '<n>r ;t/t + ^if;k 2 - hV<a>f ->xf-;U/j; £ 

^^-+->MT;i/+;i/S ; n + ->*;^:-/it+i/^f;k l - 7* h * # ;t/ 

x^;U^©^;U^>t/^T;t/ + ;l/^ ; 3 - 7 * »J ^^^CD^^S ; 4 - r 'J 
Wt^+^yy-^^o,,,^,^ 4 _ [N _ (t-7*h + ^^;U^x;U) 7' 



WO 95/18097 



- 7 - 



PCT/JP94/02262 



4--ou) ti-nm® im.Wk'jyt^ % juy) &mT)i*)im; i-i/^o^*^ 

ji r -tr f- ;u it * -> x f- ;u ^ © ^ ? n t ;b * ;u it& T ;u # j << )l * * is fi& 7 

R 1 . R 2 , R 3 „ R 4 > R s . R 8 > R'\ R 1 'RtfR 1 «©^«<C* 
-Ol^, S ? 9 'J o >f ;l/£ „ ?Dh;^;l/i, >f 7 ? n W >r frl/*-!*^ 

r 9 tR i \ r 11 tR u otii:^^n5 r-en urv^ai*HC-?t 

-*S(CttoT«l*3&j£bT^Tt>«}:l\, J tli, R 8 fcR'\ l/;liR M tR 12 

ii:r' tR 7 <Dmm^frt>tiz> i*n?tMj<m&LT\,*z6ijRm¥b-m~ 

LT^Tfei^, J t\t, R 1 tR 7 Mi:/ioT, R l jWS'&bT^S'O 

■tf>ait«&^bTv>sai^^bT^T^<kv^c: tzM^tZo tr^u 



WO 95/18097 



- 8 - 



PCT/JP94/02262 



R 9 . R'\ R»\ R 12 x R ,4 Sc;Z©^(l^^n^g^S^LT^T% 

R 9 > R'\ R'\ R 12 &tfZ©£tlK*£tt£iI&££WLT^Tk J:!,^ 
U-;u^T;u+;u©^-rn©^^^(c^LT^TfeJ;^ 0 



WO 95/18097 



- 9 - 



PCT/JP94/02262 



r R * £R 5 li^nb^Ltl^liH^t-il^^Tl^M 

i"<>m&. y-rjim^ mGWtt&. 'O-tfyx;!/*:/®? 



WO 95/18097 



-10- 



PCT/JP94/02262 



R 1 o 




R 4 R 8 

(la) 



(3t«K R 1 ^R 8 ^ A. ntt1tfE©*ft*3"r*o ) 
-tt£t>t>, -^(IIIa)-e^^n5T> h 5 ( I V) T 

TjkznzTi yfg&izzioffi&Lz, -asss ( i a) -e^£*i3T> h5-;u 



WO 95/18097 



-1.1- 



PCT/JP94/02262 



2 -i^i/- 1 -xF + i/*;tob- 1 , 2 -itt Fd + ; U 

t5:t^T#5o Mxlix-f/k fh7hFo77>, 1, 4-9**V> 
^dd^>, ?no*/l/Z^ 1, T-trh-h'J;K N. 

gat^r&2 

(I) tcfc^T, A^-CO- (CHa).-Z mliliret 

ra.»©Ei**wrs) -e^nas©^ £(T©^^Tt>?# t^-e^So 



R 6 




R 4 R' (VI) 



(VII) 



WO 95/18097 



-12- 



PCT/JP94/02262 



R 5 




C-*©st«K R 1 -R 8 . nu ri&tfZli. m^OHMZ^Zo ) 

-?tit>%. (vi) T^ti6<t^mt-^ (vio-e^^n-srv h5 



WO 95/18097 



-13- 



PCT/JP94/02262 



R 1 0 



R s 




(CH 2 )„- 



\ D 7 




g8 X~(CH2)m~Z 

(Ic) 



R 1 0 




(CH 2 )„- 



*R 7 




R 



R < Nv "X-(CH 2 ) m -C00H 
(Ic) 



?tit>*>. (i c) T'^^ns^^i^Jin^p-rsc fctuo, -«* 
a (i c* ) T^^n^ewfk^^?#^siST^6o 

JEic. gt&KBSU *»ffcU^^A, *Sffc-M*y*^ *Srtfc*U*A, 7h 



WO 95/18097 



-14- 



PCT/JP94/02262 



(-H£©5S»K R 1 -R 8 , R 1 R'\ n> m l*Bijf5©f:5* £*nr So Lli, 

ftt*>^ -jR^ (vn ) ■cssttsftatti-iRa; cvno t/T$n§7; 





(id) 



WO 95/18097 



-15- 



PCT/JP94/02262 



-IRS; (I) Kfc^T, R 8 ##*aC^X#a-CHt-T*Stt**©*£,. 




R 4 CH 2 -CCH 2 ) ra -Z 
(Ie) 



r 1 -r 7 > m. n, z ttHME©*#£*rr So ) 
-ftt*>s, -irsc. (iv) t^$n§f^n«5t (v) T^^nsfb^t 

i-f;k fF5hKD7 7>, 1, 4 - >te £©x-x 
^>-tf>> h;ux> % #s/u>tt£©^<fc7k3t&&ffis r-trh-HJ 



WO 95/18097 



-16- 



PCT/JP94/02262 




(If) 

(-g©:£*K R 1 ~-R 7 > nlim&VMMZfi-tZo ) 



WO 95/18097 



-17- 



PCT/JP94/02262 



R 1 0 R 1 0 




(III) (Ilia) 
(-«©5t*K R 1 ~~R 4 n R 8 , AlilufaoS!*^^-r^o R 14 ' M\ R 1 4 © 

(IUa)-e^$ftSft£<Ki£#§c 



WO 95/18097 



-18- 



PCT/JP94/02262 



J:*)-«5^i (Ilia) T/T$n*ft^ft*»*Ci*<T*«5, 



R 1 0 




m 1 1§ 



am 




(lb') 



WO 95/18097 



-19- 



PCT/JP94/02262 



(-a©**;*, QttzitQ' it&mm?, h u ^on^ v*z/m y jiyvvji, 

m*MM?6o R 1 ~R 4 . R 11 ~R ,3 l*iiijf2©Ee*£W-f £<, ) 

(£ 1 II) 

■?tlt>%, (III') T^^n^fb^t-^ (IX) T^Stt3<fc£tl 

^sc&^-tir-^(x) T^^n^fb^^^tf^igrfe^o 

^DO^^A, 1, 2 -^^anx^> % 'O-tf > s h;i/x> % ^i/p> 

HtSdl^U ift^KJ:^ F'Jxf/1/7;^ >>>r tf;Ux^;UT ^ 
(1211) 

$mti#bn/:-^(x) T^^n^fb^^^-as^; (viii) t'g^ns 

& 0 'C-^©^^^^ b^o 

^>'>;u*^7'J-T$>^T>h5-;i'^#{*: (Ila)l*. JKTcD^&TifS c 



R' R 1 




(Ila) (Ila') 



WO 95/18097 



-20- 



PCT/JP94/02262 



t tet>*>, -^(iia) T^^n^^ti^-^(xii) VTjiZtizit&vaz 

£Efc$-g\ -jR^ (Ila) T^£ft3tt£$£f#5£l£T&So 
Sgii;fr& 1 0 



R 5 




(VII) 



WO 95/18097 



-21- 



PCT/JP94/02262 



~R 8 , m> n, XttffiBoStelcfcW-f * e ) 



R 1 0 R 1 0 




(XI) (IV) 
(sS^R 1 ~R 4 , nu X, Hal Rtf Zttfae®*!*£#r * 0 ) 



WO 95/18097 



-22- 



PCT/JP94/02262 



$ (X) T^£ft£ft£$£^£#j£-e$>So 
1 2 



R 1 0 




(If) 

(st^R 1 ~~R 7 , nliBfjl£OE!*^W-r^o ) 

% (v) T^^n^fb^^tsis^-a:, t s ¥{t-?z>z.t[z&io, -j&st an 



WO 95/18097 



-23- 



PCT/JP94/02262 



'J >tt£©^£#i©#£Tf;:£i&£ff -5 c £#T*£6 0 

tins, E.fo&mmi*®nmK&~>T\t, eibkbru f«jif^T;>, 
1 3 



R 1 R 




R 4 



(Ila) (I la) 



WO 95/18097 



-24- 



PCT/JP94/02262 



R 1 R' 




(Ilia) (IID 



(SttR 1 -R< , R 14 (i N H?iEcDE*^W-r<So ) 

-#5$ (IID T^$n-5fb^^#-5c t^-C^So 



WO 95/18097 



- 25 - 



PCT/JP94/02262 



gggfrfe 1 5 

mantel izts\iz>&m®m-v&z>-'®i& (iiotcfe^T, x ^-co--e^£ 

R 1 R« 



c^r 1 . r 3 . r 4 . R ,4 i*. MB®M*£&-rz>o Mte&mm+zmwL. 

BP*>. -jR^ (III") T^*n*fb#«t-jft^ (XX) V7fiZtlZ&®&mis 




(III") 



(XIV) 



WO 95/18097 



-26- 



PCT/JP94/02262 



1 6 





0 

N-(CH 2 )„- 
0 

(XIII) 



R 1 



H,N-(CHa)„ — 



(V) 



BP£> (XIII) T**n*fl:^«*K««-rscfcKJ:*). -IftsC (V) 

■5 U\, 

KlSSiSfcLTli. *9 J-h^ x^y-;U„ f h5h Kn7 7> v 1 > 

jgjf i 7 

6(c*jtf«m5s«R-e**-itt^ (xiii) T*$n-5ft^«i«. k 



WO 95/18097 



-27- 



PCT/JP94/02262 



L-(CH 2 )„- 













<• 






NH 








(XV) 





R' 



(XIV) 





N-(CH 2 )„ — 



0 

(XIII) 



bp*»> -^aiv) -emzn&it&yit-tiLft (xv) t^$n57^Hi k 

(xiio T*£n6fc£$£#3c t^-e^So 
l f)<7m&®m&. ft&Eisic^o-j&a; (xv) T^nsffc^^?*^ 
^ Kt*t££i2\ cxi id t/T$n5^TO#sct^t§s, 

r y # ;u # y m 'J x f - & % ® r 7 ti ;u jj? > & *j x x f - ;u £ ffl ^ r ft ft o z. t wc 



WO 95/18097 



-28- 



PCT/JP94/02262 



For Jit *) -«5C (xiio x«7f;tstiz<t&®znz 

LTte, 7-th^hiJ/K N,N-^yf/^/^7; F\ 
-tts* (I ) T7jkt!tlZ<t&®<Do*>^ Y #S*lgHP. R 1 N R 7 tf-fcKtt 



R 5 




R 4 

(Ig) 



WO 95/18097 



-29- 



PCT/JP94/02262 



X 




(Ig) 



WO 95/18097 



-30- 



PCT/JP94/02262 



9*-f So ) 
(HIS) 

BP^> -ft* (XVII) TSSft5ftm7>ti7ifilSdl -fts* (XV 
Stele ti^ x^y-;^ ff7hFn77>, 1.4-^*+*>^s 

(^2Ig) 

BP*>> -jftsC (XVIII)T*sn*fl:*«*ir*lcJ:»)«5c-r tiUO. - 

$3*; (ig')"c^*n-*fl:^«i*»*isr**o 

£te&j£li, ft 0 X3-»JK©a«EfiK*<0* U\, 
jgg^fe 2 0 

©^8re t>f#s ;t*<TiSo 



WO 95/18097 



-31- 



PCT/JP94/02262 



X CN 




1211 



(Ig) 



(3*R 2 -R 4 „ R'\ LRUqte, mBVM&Zll-rZo ) 
1 Ii) 

EP*>, -J&5£ (XVII) T'^$n£fc£$&££Si/T Wt£^i£l£<*i2\ 
5£ (XVni)T^£ft£ft£$)£#£Xircfc6o 

^^+-^>> 7-th-h'J/k N.N-i^y ?Jl*JllsT i h\ Vt?>\,X)l**i/ 
(^2Ii) 

EP*>. (XVIIOT^^n^^^^^^lCiOjiTE-r^C tK<£<9. - 



WO 95/18097 



-32- 



PCT/JP94/02262 



R 2 ^Df>^o|A^ ^TCD^T'^SC 




(XIX) (Ig .) 



WO 95/18097 



-33- 



PCT/JP94/02262 



HftsCUD 



R 1 o 



0-R 14 



(II) 




1 5 



(SC** 1 . R 2 > R 3 > R 4 l*IMB©***W1-*o R ,4 tt**K-K " 
oy>ftjft$nrivTt> J;v^»r;l/+;l/* N g&££WbT^T t> J:t>7 U 



(jS+R 1 , R 2 . R 3 > R 4 \ R* , R^RlfAlimmtoWMZftlrZo ) 



R' 



0 




(III) 




X 2 -(CH 2 ) ra -Z 



(IV) 



WO 95/18097 



-34- 



PCT/JP94/02262 



(sttR 1 > R 2 ^ R 3 N R 4 x mR^ZitmmoWM^t^o X 2 (« 
(II) . (Ill) , (IV) fiftftfj (I) *8S?«if'Htt£LT*HjT 

7* ^IfrfiU 0 ff c G M P - P D E £ fcg? j* ffigfjgg 
1 . 

Zf * *lfriff «t®I!!L/ccGMP-PDE ©H3tr£ h > y y > (Thompson) 
bO^CfUTItlfco ImM EGTA^T, 1 //M cGMP^lf 

❖ /Co tt*>\ £l£&^*©DMSO©ft&ai£l*4%JKT£Lfco 
cGMP-PDEOHfit*. £TF©J:5£f?ofco 

:/**»lR£IIB»rU '<v7 7 -A (20mM Tris/HCl. 2mM Mg acetate. ImM Dit 
hiotheitol.5mM EDTA, 1400TIU/1 aprotinin, 10mg/l leupeptin. ImM Benzamidine, 
0.2mM PMSF.pH 7.5)© 1 OM.fcJll*., htfc 0 h£l o 

Tjxg, lWmvMfoL, #bn/:lI$DE AE-Toyopearl 650S(Tosoh. Tok 
yo.Japan) *7Ai:^lt/: a '<»7r-B (50mM Tris/HCl. 0. ImM EGTA. 2mM Mg 
acetate, ImM Dithiothreitol. 0. 2mM PMSF.pH 7.5) t*7AWbfc^ o.05 

M).4M *^hy>A©^l/-s;x>h*^TJgIBU Call-independent 
c GMP-PDE^if: D 

±E2rttTfTofc, *fgHJ|{fc£$|g¥® c GMP-PDEPl«ftffl£7F 



WO 95/18097 



-35- 



PCT/JP94/02262 



m 1 





i in ^nivu 


9 


28.8 


1 9 


16.6 


3 3 


20.5 


3 8 


6.7 


3 9 


3.2 


4 1 


1.4 


4 3 


0.9 


4 4 


79.8 


4 5 


0.7 


4 7 


5.3 


7 4 


2.4 


8 6 


11.9 


8 1 


14.5 


8 3 


12.6 


8 5 


21.7 


i 6 9 


4.4 


i i 6 


0.7 


l l l 


2.0 


1 1 2 


5.3 


i i 3 


0.4 


1 1 4 


1.7 


115 


24.8 


i i 6 


2.9 


i i t 


11.5 


1 2 0 


21.5 


1 2 1 


7.7 


1 2 2 


5.0 


1 2 3 


6.1 


12 5 


19.2 


1 2 6 


2.9 


1 2 9 


36.8 


1 3 6 


18.1 


1 4 1 


7.2 



WO 95/18097 



-36- 



PCT/JP94/02262 



trSC^SS^fctt-jfc. •fttfcS, *3&!Hfc*ttMU cGMP-PDEB 

MP-PDEB»fls«*<W»T**R*©^Kacfj|&*C*»T**. CtlbO 
©*Jttt4>S*. «fttH>*W5BbT^«536>*-*:ttUT^tt^HrKj|lEffi, *©ftfs 

ttiO±B7> ^^-^»»»(**A:tt*©Kgi*fl5(r*|:*T**«tt*tt4LT, 
*o*^*J?xxf7-i?Biftffl*(f5c:ii:J:,m*m 
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skmiu is&owm* ®$®mm. mmnmomm. -m^®**? 

a#J*Al H^fcOftO. 1- 1 0 0 0mg> utL<\m 
5 — 5 0 0 mg. 1 B l-3@i:t>mS4t§o 

&tt<D®it&, mm B^t^o. m \ # g/kg-3 o o o ug/ux&K>, n 
mmm, ®rm, %*mmtzz*mz.t^ nmzxo&M. mmm 

fcTT^A, h?#>K i/i7 7^ h Ko^ri/^n hVU-tryUn-x, 

m D a Dc^j[njt- ktfm»iztix^zt>®f)\ m*mm\thx\u 337^ 

^> o 
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x. *&w<t£®znm?ztz&omn<t4®<D&mmzM&mti,xmifz>o 

1 - [ (2 4 - ? □ a 7 bf^'J 

4 ~^7/l/^>^ 



1- C [4-?nn-2 - [ (4-^ h S/aj > iffr** is) jjJltf—Jl] y 
x-;b] *^^*>f;u] tf'OJ 4 -*^jJ?>Kxf-;l/X^f;U 4.09g(CT 

-V-;U 4.7ml£fiDx., h 'J 7^^-Dft» 6.6nl£»TUM-ei EF®MWLtz 0 

m^mmmxm?H2 tb^m-t **sfl£aM*u*ifeUfco myitis® 2.o9g£e 
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•m& 15 9-160 (frW) °C (fifetH* aq E t OH) 

• NMR ( 4 0 0 MHz, 6, CDC 1 3 ) 

1.27(t. J=7.1Hz.3H). 1.78(m.2H) 2.02(m.2H) 2.58(m. 1H) 3. 10(m.2H) 
4.11(m.2H) 4.18(q.J=7. 1HZ.2H) 7. 47(dd. J=2. 7. 9. 2Hz. 1H) 
8. 01 (d. J=2. 7Hz. 1H) 8. 47(d. J=9. 2Hz. 1H) 10. 70(s, 1H) 

jgitfl>J2 

1- [ [4-?po-2 - ( 4 - / Y^i/<y'J)lir^r^ ft ;M*£. Jl J x 



. 0 




2-TiJ-5-?v a£U^m 4 - * h * ^< > i^UxXx^O. 74g£x 
Y? b Kd77> 180mlC&PU 1, 1' $ ^/-;H2.69g 

£Jm;i43B#PM$V3tSfEU/Co ]Bf^t>r V-^rJ^>®ei^;UiX-r;U 12.06ml£ 

7i?D7^77^ - n-^*V> :It&x^;U=3 : l) T*W®L 

tz 0 &B<t4tmi.01gZn&mtfi®bLTmz o (iR2p33%) 
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• NMR ( 4 0 0 MHz, 6, CDC 1 , ) 

1.27(t.J=7.1Hz,3H) 1.760D.2H) 2.01(m.2H) 2.54(rn. 1H) 3.07(m.2H) 
3.83(s.3H) 4.12CB.2H) 4. 32(q. J=7. 1Hz. 2H) 5.28(s.2H) 
6.91—6. 96(m. 2H) 7. 36-7. 40(m. 2H) 7. 43(dd. J-2. 6, 9. 2Hz. 1H) 
7. 95(d. J=2. 6Hz) 8. 66(d. J=9. 2Hz) 10.68(s.lH) 



0 




2-T$y-5~^Do^SS»15.00g, / Y*i/Ky*J)\,>;u\) K 13. Irak 
ft»*»;^A13.8g *N. N-^Ww^7; Kl75ml Klb*.fta-C43l»I0 

- (»g; n-^D->:ftixfA=5 : 1) Tfif®U *eft*tt20. 97g* 

^Hfete^t LTff Tto (1R$82%) 

• NMR ( 4 0 0 MHz, CDC 1 , ) 

3.82(s.3H) 5.24(s.2H) 5.74(br.2H) 6. 59(d. J=8. 8Hz. 1H) 

6. 89-6. 94Cm. 2H) 7. 18(dd. J=2. 6. 8. 8Hz. 1H) 7. 34 -7. 39b. 2H) 

7. 82(d. J=2. 6Hz. 1H) 
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COOCH3 



• 27kM60.39g£x*y-;t,ii0inl <CjEjOX-> 70*CT 1 UfWSfflLtzo ^tK^SD 

: y^y-;b=3 0 : 1-1 0 : 1) TftlSlUTto SSIEfb^ttlO. 93g£gfc 
»fttttt*fcLT#fc 0 (JR*9790 

• NMR ( 4 0 0 MHz, 6, CDC 1 , ) 

2. 20(s. 6H) 3. 29(s. 2H) 3. 85(s. 3H) 5. 68 (br, 2H) 6. 63(d, J=8. 4Hz. 1H) 
7. 22(dd, J=2. 2. 8. 4Hz, 1H) 7. 74(d. J=2. 2Hz. 1H) 



5-yf-;u-2-xhn^m#i?y^;u8.06g fcEEfliKSUOiiil CigUl, 
N-^D€3A?|>f; K7.72g . i§$Kfc^>7>r;K).50g £SH/U 5 ^FbIM 

a*Lfe 0 ****aiaifc. ***mu «rfe»tt«*»fco dft^r-trhx 




C00CH3 
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17g ^ffeMitlTHfc 0 (W32K) 
• NMR ( 4 0 0 MHz, 5, CDC 1 , ) 

2.26(s.6H) 3.51(s.2H) 3.93(s,3H) 7. 59(dd. J=l. 8. 8. 4Hz. 1H) 

7. 68(d, J=l. 8Hz, 1H) 7. 91 (d. J=8. 4Hz. 1H) 

6-?op-1- [4- _ lt 2-?bKn 

-4H-1. 3 -<>^±^»^>- 2. 




C00C 2 H 5 



60***ft*M*A (ItttttHfl) 1. lis *N. N-S>**A,TtehT* K 
80nKcBA£-t)\ 6-^dd-i, 2J>kKo-4H-S. 1 
y-2, 4-i>*:/5.00g ^S-rojD^A: 0 tlTim^b^ 5-y 
o *M»x^^4.81il*fl|*501CT24i*B«ff Lfeo 1 N-£®-* 

200ml ^Sf, ft»x^^T»ajLfc. 7jc, ttft***Tfc*U Mmv^ 

Efk«tt4.89g *jH»ft»*tLT*fc. (JR960M) 
•U 9 7 - 9 9 °C (**fe*M*, from n-Hex-EtOAc) 
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• NMR ( 4 0 0 MHz, 6, C D C 1 $ ) 

1.25(t. J=7. 1HZ.3H) 1.72~1.86(m.4H) 2. 40(t, J=7. 0Hz. 2H) 
4 J)7(t. J=7. 3Hz, 2H) 4. 13(q, J=7. 1Hz. 2H) 7. 17(d, J=9. 0Hz. 1H) 
7. 71 (dd. J=2. 6, 9. 0Hz. 1H) 8. 12(d. J=2. 6Hz. 1H) 

6-^OD-l - [3 - (x^^^^l-il/) Ztn h';U] - 1 ,_ 



•m& 7 8-8 0°C mn&ZfVX^ from n-Hex-EtOAc) 

• NMR ( 4 0 0 MHz, 6, CDC 1 3 ) 

l.SOCt. J=7.1Hz.3H) 1.99~2.09(ra,2H) 2. 51 (t. J=6. 2Hz. 2H) 
4. 12(t, J=8. 1HZ.2H) 4. 19(q, J=7. 1HZ.2H) 7. 52(d. J=9. 0Hz. 1H) 
7. 75(dd. J=2. 4. 9. 0Hz, 1H) 8. 12(d. J=2. 4Hz, 1H) 

6-?nn-l - [4 - (y h*->;fr;t/*'~;iO - 1, 2-^fc K 

Q-4H-1, z-^y"j**wy- 2, 4-V*> 



0 
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COOCH3 



•MA 2 1 4-2 1 7-C (fifetft*. from EtOAc) 
NMR ( 4 0 0 MHz, 6, CDC 1 3 ) 
3.9KS.3H) 6. 97(d. J=9. 0Hz. 1H) 7. 33-7. 38 (in. 2H) 
7. 57(dd. J-2. 6, 9. 0Hz. 1H). 8. 02 -8. 06 (m. 2H) 8. 14(d. J=2. 6H2) 

mm 9 



2-T * 7-5- 




2-T$y-5- ynm*»15.59g, 4-* h * 5>*T*=i -;U7. 5ml „ 
l.S-SJS/Jn^+J/****^ 5 Kl4.89g/4-^y^;bT^y f <j i?>8.07g 
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77-f- mm ; n-^*-* >- ft»xf;|/=8 : 1 ~5 : 1 ) Tf*« b^ G ^Ififb 
£ttl8.13g***feMittttfcUT#fc 0 (R965M) 

1 H-NMR (400 MHz. CDCh) 6; 3.82 (3H. s). 5.24 (2H. s). 5.76 (2H. br s). 
6.54 (1H, d. J = 8.8 Hz). 6.92 (2H. m). 
7.30 OH, dd. J = 8.8. 2.6 Hz). 7.37 (2H. in). 
7.96 (1H. d. J =2.6 Hz) 

n&m i o 

2-Tl 7-5- tJ. h^-^>^;uxf;b 



0 




2-7; y-5- S/7V3cS§Bt32.18g. 4-7 h + W^?niJ K28. 34ral s 
iteRMi?:*/ »J ^A28.89g£. N,N-ii>f;b*;lA7 $ K 400ml ^m?LMWC\m 

»isE*«ET-ea*u. M^i/'j*W7A?D7fr7^ - mm 

; n-^^-9->- St^x5 L ;l/=4 : 1-3 : 1 ) "Cffiffibfco ff^nsaft^n-'x* 

(IR^52%) 
M& 120-122 °C 
MASS 283(MH + ) 

'H-NMR (400 MHz. CDCh) <5:3.83 (3H. s). 5.26 (2H. s). 6. 30 (2H, br s). 



WO 95/18097 



- 46 - 



PCT/JP94/02262 



6.65 (1H. d. J = 8.6 Hz). 6.91 - 6.98 (2H. m). 7.35 - 7.40 (2H, id), 
7.43 (1H. dd. J = 8.6. 2.0 Hz). 8.19 (1H. d. J =2.0 Hz) 

mmm 1 1 

l-[[4-7'cHr-2-[(4- yF4 M>-;w^ *Jl#-Jl,) 7^-, u ft,|, 



0 




2-T^y-5- !7*n*£S#l& 4-^ h + '>^>^;l,xxx;H3.13g, 1.1'- * 
;U^,UiM^/-,u 6 .97g *^h5t Kn^lOOnl KJO^lB^ntys 
^tfco xfJHXfA6.68iim*iTl *R 

(ttft ; n-ss*V>- Mx^;u= 3 : 1 ) -c»«Lfc. »Effc^*4.40g « 
HfeSftt UT» /c 0 (IR$20%) 
i&£ 98-100°C 
MASS 520 (MH + ) 

■H-NMR (400 MHz. CDC1,) 6:1.27 (3H. t. J = 7.1Hz). 1.76 (2H. m). 

2.01 (2H. id). 2.55 (1H. id). 3.07 (2H. m). 3.83 (3H. s). 4.12 (2H. m). 
4.17 (2H. q. J » 7.1Hz). 5.28 (2H. s). 6.94 (2H. id). 7.38 (2H. m). 
7.56 (1H. dd. J = 9.2. 2.6 Hz). 8.09 (1H. d. J = 2. 6 Hz). 
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8.46 (1H, d, J =9.2 Hz), 10.69 (1H, s) 
g&fl 1 2 

l-[[4-?no-2-[(4- / h*i/s<>i?)l,-tlri/) *)],$- A,] 7x^] jj jy 



0 




M& 112-114 °C 
MASS 419(MH + ) 

'H-NMR (400 MHz. CDCU) 5:1.55 - 1.65 (3H. m). 1.98 (2H. m). 

3.27 (2H, ddd.J = 13.7. 9.2. 3.3 Hz). 3.83 (3H, s). 

3.91 - 4.00 (3H. m), 5.28 (2H. s), 6.91 - 6.96 (2H. ■). 

7.35 - 7.40 (2H. m). 7.43 (1H. dd. J = 9.2, 2.6 Hz). 

7.95 (1H, d. J = 2.6 Hz). 8.52 (1H. d. J = 9.2 Hz). 10.69 (1H. s) 
MikM 1 3 

i-[[4-^y;-2-[(4- yht'^^w^^) tui^^ji) 7xr.ii] t>)i 
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0 




167-169 °C 

mass 4 1 o am + ) 

'H-NMR (400 MHz, CDCh) 5; 1.56 - 1.67 (3H. m). 1.99 (2H. m). 
3.33 (2H. ddd.J = 13.7. 9.0. 3.5 Hz), 3.84 (3H, s), 
3.91 - 4.03 (3H, m). 5.31 (2H. s), 6.92 - 6. 97 (2H. m). 
7.35 - 7.40 (2H. m), 7.69 (1H. dd. J = 9. 0. 2.2 Hz). 
8.30 (1H, d. J = 2.2 Hz). 8.69 (1H. d. J = 9.0 Hz). 11.04 (1H. s) 
1 4 

l-[(4-yn ^&-2- ft;U#>i/7x-;U) # Jl;<*J jl] fc°^>J^>-4- % 
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l-[[4-^at-2-[(4- i h*iy<> ti)l>#-)\,] 7x-/H 

*®^»fi»*C»tttb«fffi'Kl*»ISEU^o SfEffc£«&2.50g £Gfe1&*tLT 

HA 153-155 (#8?) °C . 
MASS 399(MH + ) 

•H-NMR (400 MHz. CDCU) 5:1.28 (3H, t. J = 7.1Hz), 1.77 (2H. m). 
2.02 (2H, m). 2.58 (1H. m). 3.09 (2H. m), 4.11 (2H. m). 
4.18 (2H. q. J = 7.1Hz). 7.61 (1H. dd. J - 9.2. 2.6 Hz), 
8.16 (1H, d. J = 2.6 Hz), 8.42 (1H. d. J =9.2 Hz), 10.67 (1H, s) 

mtm 1 5 

y 




m& 168-170 (#8?) °C 
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MASS 299(MH + ) 

'H-NMR (400 MHz, DMS0-d 6 ) 6: 1.36 (2H. in). 1.78 (2H. n). 
3.16 (2H, ddd.J = 13.5, 9.5. 3.1 Hz), 3.67 - 3.83 (3H. in). 
7.57 (1H. dd, J = 9.2. 2.7 Hz). 7.89 (1H. d, J = 2. 7 Hz). 
8.43 (1H, d. J = 9.2 Hz). 10.85 (1H. s) 

mmm 1 6 



m& 175-179 i&m °c 

MASS 2 9 0 (MH + ) 

'H-NMR (400 MHz. DMS0-d 6 ) 8; 1.37 (2H. m). 1.78 (2H. ra), 
3.19 (2H, ddd.J = 13.2. 9.3. 3.5 Hz). 3.68 - 3.82 (3H. in). 
7.93 (1H. dd. J = 9.0. 2.2 Hz). 8.30 (1H. d, J = 2.2 Hz). 
8.55 (1H. d. J = 9.0 Hz), 11.23 (1H. s) 

mitm 1 7 
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C0 2 CH 




2-7*7-4- * h + ->3cESBe / f^x^f^8. 44g , E£$?;*7 Jl -> $ A5. 13 
g £i??oo y. * >250ml ^ y -;H00ml ©il^&^lC&fl? U <y*J)\, 

h 'J **n,Ty*-+>l* hiJ^D; K19. 09g£4>*"f ojfjn;ig&T 1 B^JIft 
t/c 0 -TOratMbfctt, ****ET»l»Lfco a*Kft«x^A*»iL5/ 

>T*fe#- LSSBffc'&ftJlO. 37g£$^£llft: t lt#fc, (JR$8696) 
lfe£ 104-105 °C 
MASS 260(MH + ) 

•H-NMR (400 MHz. CDCh) 6; 3.84 (3H. s). 3.87 (3H. s). 5.85 (2H. br s). 

6.12 (lH.s). 8.01 OH. s) 
ISitfliJ 1 8 
7-- h a >T y >T > K 'J > 



2-ya*yf-;U-5- -hn^Efi /• ^;UiXf-;i>6. 59g£ /• * y -;H30ml 
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£$3.88g LT'mzo (Wm90%) 

218-221 e C 
MASS 179(MH + ) 

l H-NMR (400 MHz. DMSO-d.) 6; 4.48 (2H. s), 

7.80 (1H. dd, J = 7.7, 7.3 Hz). 7.87 (1H. d. J = 7.3 Hz).. 
7. 88 (1H, d. J = 7. 7 Hz). 8. 98 (1H. br s) 

nmm 1 9 

7-T $ I 4 v y K U > 



7-iho-ry-f > KU >6.52g ^fF7k Kn 7 7 > 1 000ml U0*/<5 
5>*A-*-#:/ C**fl) -lg«0*.ML l«BET*««5£*ffttofc. 18B# 

b/co *eft*tt5.13g ***fcft5|5fcl,Tf»fc. (lR$95*>) 
M.& 153-155 °C 
MASS 149(MH + ) 

1 H-NIIR (400 MHz. CDC1 3 ) 5: 4.36 (2H. s). 5.21 (2H. br s). 

6.57 (1H. d. J = 8.1 Hz). 6.70 (1H. d. J = 7.3 Hz). 6.72 (1H, br s). 
7.27 (1H. dd. J = 8.1. 7.3 Hz) 

mtm 2 0 
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CN 



CO2CH3 



1 i:iSb^T>fbt h U £A2. 19g *20ml©*tcS»L^t)©*llD^ 50°CT" 

ft»x^;U=3 : 1 ~2 : 1 ) TfilSUfco » t>n*@#*n-^+^ >"C 
ft*t*Efl:^tt5.43g bXmco (JK$58%) 

103-105 °C 
MASS 221 (MH + ) 

'H-NMR (400 MHz. CDCU) .6 ; 3.91 (2H, s). 3.98 (3H, s), 
7.68 (1H, t, J - 8.1 Hz), 7.87 (1H. dd, J = 8.1. 1.1 Hz). 
8.11 (1H. dd. J = 8. 1. 1.1 Hz) 

ggiiflj 2 1 

8-T S 7 -1.2, 3. 4- fh7b Ka± J 2±2 ] 1 J > 



NH 2 0 
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CM 5nl . Kffcfi&O. 18g gffl, 3 kg/cm 2 T£fl4iI5T;£ff 

nfez/tj-frsomuzmwi^ *A7.5og ^ini^9.5 i%®m® 

L/co *Jt*«ETT»»U »^'J*f;^7/v^D7fr77^ - (jig 
*:S>*ony*>- y^y-;b=30 : 1 ) T*«Ufc. SCftrttto. 75g £6 
fe@#tbT?#fco (Wl9*>) 
16* 128-130 e C 
MASS 163(MH + ) 

'H-NMR (400 MHz, CDCh) 6; 2.90 (2H. t. J = 6.6 Hz). 

3.47 (1H, dt, J = 6.6, 2.9 Hz). 5.98 (1H. br s). 6.05 (2H. br s). 

6.43 (1H. dd. J = 7.3. 1.1 Hz). 6.52 (1H. dd. J = 8.3. 1.1 Hz). 

7.12 (1H. dd. J = 8. 1. 7.3 Hz) 
MM* 2 2 
7-t ^ y-4- ~fu*>( vjypijy 



K& 253-258 °C 
MASS 227(MH + ) 




Br 
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1 H-NMR (400 MHz, DMS0-d 8 ) 6; 4.12 (2H. s). 6.20 (2H. br s). 

6.56 OH, d. J = 8.6 Hz), 7.32 (1H. d, J = 8. 6 Hz). 8.38 (1H. br s) 

mmm 2 3 

7-T * 7-4- 7'n^&>r 7>f > K 'J > 



ISit^ 9 t^^cD^^T^ififb^^^e^^i: UT»/io (iR^66%) 
IK£ 158-160 (53-P) °C 
MASS *241(MH + ) 

'H-NMR (400 MHz,CDCls)<5 ; 3.01 (2H. t, J = 6.6 Hz). 

3.48 (2H. dt, J = 6.6. 2.9 Hz), 6. 13(2H. br s), 6.19 (1H. br s). 
6.45 (1H. d. J = 8.8 Hz), 7.32 (1H. d, J = 8.8 Hz) 

mtm 2 4 

2-TS7-5- i/TJ&&&Wl yf^x^f^ 



2-7W-5- Zfa^g&Wm / f^x^f ;b5.00g £N- * f- Jl-2- tTo >J K 




Br 




>10mllc8»U S/TWfc*-«2.14g tUX-s 180 °CT4 B^llft L/c, x^l/ 
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^i77A^D7hr77^- (*tt;n-^**>- ftiifA=3: 1-2 : 1) 

127-130 °C 
MASS 177(MH + ) 

'H-NMR (400 MHz, CDC1 3 ) 8; 3.90 (3H, s), 6.30 (2H, br s). 
6.67 (1H, d. J = 8.8 Hz), 7.45 (1H. dd. J = 8.6, 2.0 Hz), 
8.20 (1H. d. J = 2.0 Hz) 
Hi 2 5 
2-y $ y-5- - >y;gft8» 

NC. n0 2 H 



u in- 7k»it^hu^A24ii*jD^ mtb mmmwLtz 0 K&mzmmT 

268-272 °C 
MASS 163(MH + ) 

'H-NMR (400 MHz, DMS0-d 6 ) 6; 6.85 (1H. d. J = 8.8 Hz). 
7.49 (2H. br s). 7.55 (1H, dd. J = 8. 8. 2.2 Hz). 
8.03 (1H, d. J = 2.2 Hz) 
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m&m 2 6 




2-7;;-5-(1.2,4-MJ77-;H- 4 Jl) £S§& if/l/XXf M. OOg 
^x^y-;H5ml(i»»U IN- TKHfk^ h U t> A9.2ml £j&H;U 65'CTl B#f$ 

SS^ 229-231 °C 
MASS 235(MH + ) 

•H-NMR (400 MHz. DMSO-de) <5 ; 8.24 - 8.27 (2H. m), 8.34 (1H. m). 

8.36 (1H.S). 9.57 (1H. s) 
gggfl] 2 7 
2-T * J -5-(l- bf 5 Zlik) HI! 




wtm \ s tmm®i]fex~m&itit® tLxntc 6 chjupiooh) 

M& 246-248 °C 
MASS 234CMH*) 
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•H-NMR (400 MHz. DMSO-d.) 6; 6.67 (1H. dd. J = 2. 6. 1.8 Hz). 

7.90 (1H. d. J ■ 1.8 Hz). 8.18 - 8.24 (2H. ■). 8.27 (1H. m). 

8.79 (1H. d. J = 2.6 Hz) 
MMM 2 8 



198 (#«¥) °c 
MASS 245 (MH + ) 

'H-NMR (400 MHz. DMS0-d 8 ) 5: 3.80 (3H. s), 6.42 (1H. s). 
7.71 (1H. s) 

mm® 2 9 

5-?np-2- »DQT-bjr$ K-N-(8-»dp-4- -0'77 





2-T57-5- ?od-N-(3-?dd-4- nt-M>i;;i) ^>^ T 5 Kl. 74g 
^fh7tKo77>18ill«U KUx^T5>0.8ail*JDi. *»T* 
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*«fffitt«*l/feo *> i-f-A>-Cft»L*ErtHMt».77g 
*iUHfc. (iR^82%) 
H£ 174-176 °C 
MASS 401 (MH + ) 

'H-NMR (400 MHz. CDC1 3 ) £ ; 3.91 (3H, s). 4.18 (2H. s). 

4.54 (2H. d. J = 5.9 Hz). 6.55 (1H. m). 6.92 (1H. d. J = 8. 4 Hz), 
7.22 (1H. dd, J = 8.4. 2.2 Hz), 7.38 (1H, d, J =2.2 Hz), 
7.41 (1H, dd, J = 8.8. 2.4 Hz), 7.44 (1H. d, J =2. 4 Hz), 
8.53 (1H, d. J = 8.8 Hz), 11.71 (1H. br s) 

gggffQ 3 0 

2-(4- ^n^o bf^-^.;l/T S J )-5-? a o-N-(3. 4-^ f U > 2±±jjCj> ^ 



0 




MM 2 1 tH^CD^T^iB^^I^Sfe^t UTfffco (W95%) 
K.& 170-171 °C 
MASS 439(MH + ) 

'H-NMR (400 MHz, CDCh) 6 ; 2.88. 3.00 ( fr2H, t. J = 6.8 Hz), 
3.69, 3.87 ( fr2H. t, J = 6.8 Hz), 4.50 (2H. d. J = 5. 5 Hz). 
5.97 (2H, s), 6.49 (1H. br ra), 6.79 (1H. d, J = 7.9 Hz). : 



W ° 95/18097 -6 0- PCI7JP94/02262 



6.81 (1H, d. J = 7.9 Hz). 6.83 (1H. s). 7.41 (1H. d. J = 2. 4 Hz). 
7.41 (1H. dd. J = 9.5, 2.4 Hz). 8.57 (1H. d. J =9.5 Hz). 
11.12 (1H. br s) 

mmi 3 1 

2-(4- yu*zr=f->))lTU )-5- ? o o-N-(3. 4-/ ? U > yKy *> m 
^ y V T i K 



0 




158-159 °C 
MASS 455 (MH + ) 

'H-NMR (400 MHz, CDCh) <5 ; 2.28 (2H. tt, J = 7. 1. 6.4 Hz). 

2.61 (2H, t. J = 7.1 Hz). 3.52 (2H. t. J = 6.4 Hz). 
" 4.51 (2H. d. J = 5.5 Hz). 5.98 (2H. s). 6.46 (1H, m). 

6.78 - 6.86 (3H, m). 7.40 (1H, d. J = 2.4 Hz). 

7.40 (1H. dd. J = 9.5. 2.4 Hz). 8.56 (1H. d. J =9.5 Hz). 

11.02 (1H, br s) 

mm\ 3 2 

>5>X-4-[(tert-7-h^^^ ;bfe;i,) 7 £ J] j, ? p^*^ y * ^ v ^ 
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Y 

C0 2 Et 

h5>X-1.4- i/tru^VyittjjltfyWi * J x^bxXxMO. 00g£ 
tert.-7'^y -;b200ml C^iU h 'J xf-;UT S >7. 67mK ^i-A*^* 
'J* TS> Kll.85ml ^tmx.> 7 Bffa fill^^t^o ^iS^^^b^X^rjflDX.. 
Pifif-;UTttaib^o W$JI£1N- 7jc, IN- ^fb^r-V^A, IgfU^ 

^'>'j77y;U^75A^nv Y^yy^i- (Mm ; n-^+-9">- H:®?x^;l,=8 : 1 
-4:1) Tftmbtzo Sfafb£$5. 36g t LTI#fc 0 (l«40%) 

16.6 89-91 °C 
MASS 270((M-H) + ) 

'H-NMR (400 MHz, CDCh) 6 ; 1.11 (2H, m), 1.25 (3H. t, J = 7. 1 Hz). 

1.44 (9H. s), 1.52 (2H, m). 1.96 - 2.15 (4H. m), 

2.20 (1H. dt. J = 12.3. 3.5 Hz). 3.41 (1H. br s). 

4.11 (2H. q. J = 7.1 Hz). 4.39 (1H. br s) 
nikM 3 3 

h? >X-4-[N-(5- yp J 6 7^;U)-N-(tert.- 7* h >ltf-Jl<) T i J ] 
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Y 

C0 2 Et 

h-5 >x-4-[(tert.- 7' h *y -ft )i) rij] y ? u^*yy% )i#y 
^ F50mlC&8?U eo%7km<ti- h 'J ^A0.87g S-Jni^U 5o°c-c5 

mm^j^io : i -5 1 ) -e^b/c 0 mm.<t^m.32 S zm&m 

titVBtLTntio (IR2P52%) 
MASS 420 (MH + ) 

'H-NMR (400 MHz. CDC1 3 ) 5 ; 1.25 (3H. t. J = 7. 1 Hz). 

1.35 - 1.60 (17H, m). 1.99 - 2.12 (2H. m). 2.19 (1H. m). 

3.05 (2H. br s). 3.41 (2H. t, J = 6.8 Hz). 3.86 (1H. br s). 

4. 12 (2H. q. J = 7. 1 Hz) 
M&M 3 4 



! 
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C0 2 Et 



h7>X-4-[N-(5- 7*D^y^;l/)-N-(tert.- 7 Y*V1i )\,-#-)\,) TiJ] 
.j/^u^^ryii)V^ym xf-;bx^7 L ;l/5.92g n n A20ml(;:&f? U 

j -MomuzmwLmTkmmx u ^A5.85g ^snx.. g& 

-f - (SSSE ; ^dd^>- y 9J-fr- ^T>^-T7K=1000 : 100 : 2 ) 
MASS 240(MH + ) 

'H-NMR (400 MHz, CDCU) d ; 1.25 (3H, t, J = 7. 1 Hz). 1.28 (2H, m), 
1.38 - 1.51 (4H, ra). 1.54 - 1.62 (4H. m). 1.95 (2H. m), 2.04 (2H. m). 
2.15- 2.31 (2H, ra). 2.48 - 2.53 (4H. m), 4.1K2H. q. J = 7. 1 Hz) 

w&m 3 5 
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Y 

C0 2 H 

x*/-;U20ml(C&|?U M«C8 B «f*Lfc 0 K«*(C1N- JM]ft*.pH7 

fcLfc*. «ETTi»i > ods *7A (mm-, 7k) Tm®Ltc 0 **m?L, 

^ttTH/: 0 (4**91 JO 
MASS 212(MH + ) 

•H-NMR (400 MHz, CDC1,) 5 ; 1.14 - 1.32 (4H. m), 1.36 (2H. m), 
1.41 - 1.49 (4H, in), 1.73 (2H. m). 1.88 (2H. m), 1.96 (1H, m), 
2. 19 (1H, m), 2.36 - 2.48 (4H. m). 

mmm 3 6 

N-(3,4- >f U>m^>^)-2-r, ro-5-(l-tf7'/»j;u) ^>-yy$ 

K ' 




WO9S/18097 



-65- 



PCT/JP94/02262 



2--ha-5-(l-t°5'/U^) £S§®U.40g, e^a-;UT $ >0.82mK l-(3 
- i?^f^T ; ; ;P)-3-if ^*;l/t:i?-f ; F tM£l.27g> 1-t Kn 

h »JT'/-;l/0.89g , h 'JifAT $ >0.92ml£N.N-^^/t/*;l/A 

£Eft6tt2.19g *«tfe»*tlT#fco OR*100 H) 
ill.S 179-180 °C 
MASS 367(MH + ) 

'H-NMR (400 MHz, CDCU) 5 ; 4.56 (2H, d. J - 5.5 Hz). 5.95 (2H. s). 
6.18 (1H, m). 6.56 (1H. dd. J = 2.6. 1.8 Hz). 
6.78 (1H, d. J = 7.9 Hz). 6.85 (1H. dd. J = 7.9. 1.6 Hz). 
6.91 (1H. d. J = 1.6 Hz). 7.78 (1H. d. J =1.8 Hz). 
7.83 (1H. dd. J = 9.0. 2.4 Hz). 7.86 (1H. d. J = 2.4 Hz). 
8.01 (1H. d. J = 2.6 Hz). 8.19 (1H. d. J = 9.0 Hz) 

u&m 3 7 

IKS. 4- ^ f 1/ > ^ ^^<> ^;l/)-2-- h P-5-C1. 2. 4- h 'J 7 - 1 - 

>T /b) / <>77i K 




ifcjft 187-190 °C 
MASS 368(MH + ) 

1 H-NMR (400 MHz, CDC1 3 ) 6 ; 4.58 (2H. d. J = 5.5 Hz). 5.97 (2H. s). 
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6.12 (1H. br). 6.76 (1H, d. J = 7. 9 Hz). 
6.86 (1H. dd. J = 7.9. 1.7 Hz). 6.91 (1H. d. J = 1.7 Hz). 
7.91 (1H. dd. J =9.5. 2.6 Hz). 7.91 (1H. d. J = 2.6 Hz). 
8.16 (1H. s). 8.27 (1H. d. J = 9.5 Hz). 8.69 (1H. s) 
ISiiflJ 3 8 

N-(4- ?ao-3- y h*-X>^;[/) 7 9 K 



2-?nn-5- t ?-)lT- V -^8. OOg , N-:/n *r ? K9. 55g , ^> 

KlOOml i:»»U 7*^>fS K*y*Aio.41g*;toiU 50 o CTl en a 

&8. 66g *»*fe»3fcfc LXmco mm5296) 

156-159 °C 
MASS 301 (MH + ) 

'H-NMR (400 MHz. CDCh) 6 ; 3. 90 (3H. s). 4.80 (2H. s). 
6.98 (1H. dd. J = 8.1. 1.8 Hz). 7.05 (1H. d. J = 1.8 Hz). 
7.29 (1H. d. J = 8.1 Hz). 7.69 - 7.75 (2H. m). 7.82 - 7.88 (2H. m) 

mmm 3 9 

N-K2-* h ±2l$z ejjj£ik) ZlAdI K 
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2-y h*->-5- V*)i?y*9;-)l2.79g , 7*4»T S K2.92g , 
)l*Z7 j >5. 71g h ^ h KD7 5 >35ral(Cjnx.7K^t^ 0 77^*;l/#> 
®^x?-;U3.43inl£xb5t Ko 7 5 >5nil (C^g?b^^^^TL^ 0 ft&T 

^ ; n-^4=-9->- Pi?xf-;U=3 : 1 ) "Cft lg b/c 0 If t>tl%mftZn-^*V >V 

M& 122-124 °C 
MASS 269(MH + ) 

1 H-NMR (400 MHz, CDCb) 6 ; 3. 90 (3H, sX :4, 78 (2H. s). 

6.99 (1H. d, J = 8.6 Hz). 7.68 (1H. dd. J = 8. 6. 2.6 Hz). 

7.68 - 7.74 (2H, in). 7.81 - 7.87 (2H. m). 8.27 (1H. d. J = 2. 6 Hz) 
ggitflj 4 0 

N-C3- t h^i/^y^Jl) 7 ? )Ui K 
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N-(4- / 7?)l>(i Kl4.00g*h U 7;t/^opi^i00ml \z& 

«?u h5 $ >8.o9g ^*rojDAaa*r 1 i*inai#Lfcf^ 

ft-£«13.13g£«*fet&5fciUTflfco (JR¥85%) 
ife* 177-179 °C 

MASS 296(MH + ) 

1 H-NMR (400 MHz, CDC1 3 ) 6 ; 3. 90 (3H. s), 4.82 (2H. s). 

6.95 (1H. d. J = 8.6 Hz). 7.64 (1H. dd, J - 8. 6. 2.4 Hz). 

7.69 - 7.74 (2H. m), 7.82 - 7.87 (3H. m). 10.41 (1H. s) 

m&m 4 1 

N-(3- bKot^$;-4- / hf-i/lyVA,) y^jl^fj K 



N-(3- *)\,i)l-A- / h^ri/Kyyjl) ypjl^i Kl2.50g*r- h 5 t Kn 7 
5>200ml KBffiU t + * >£$?t£3.24g , ft^f- h ij O A 7. 64g N 

x-**Tft»Lfc. *Eft*mi.51g*»JMM»*fcbT*fc. (K«88K) 
Hkj£ 214-217 °C 
MASS 311(MH + ) 



0 
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•H-NMR (400 MHz, CDCh) 6 ; 3. 25 (1H. br s). 3.82 (3H, s). 4.79 (2H. s). 



6.85 (1H. d. J = 8.6 Hz), 7,44 (1H. dd, J = 8. 6. 2.4 Hz), 
7.66 - 7.72 (2H. m). 7.78 (1H, d. J = 2. 4 Hz). 7.80 - 7.86 (2H, m). 
8.42 (lH.s) 
glfl 4 2 

N-(3- ->t;-4- j h*i/<yi?)i) K 



N-(3- t Ko*->-f y h + '>/<>i?;U) 7*;l-f 5 Kll. 00g***> U 

>i20mi insu mfcmms.MMiztozimmMmmLtzo ffua 

88%) 

JH.£ 205-209 °C 
MASS 293(MH + ) 

'H-NMR (400 MHz. CDC1 3 ) 5 ; 3.90 (3H. s). 4.78 (2H. s), 6.92 (lH.m). 
7.62 - 7.66 (2H. m), 7.70 - 7.76 (2H, m). 7.83 - 7.88 (2H. m) 

smw 4 3 

4-?op-3- t h*i/kyiSn,T *y&Wil& 



0 





•HCl 



CI 
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N-C4- ?od-3- jf 79*4 5 K8.40g , fc 1 jjcft 



Jtftj^C 237-242 °C 
MASS 172CMH*) 

'H-NMR (400 MHz, DMSO-de) 6 ; 3. 88 (8H. s). 4.01 (2H. s). 
7.07 (1H. dd. J = 8.0, 1.8 Hz), 7.45 (1H. d, J = 8.0 Hz). 
7.46 (1H. d, J = 1.8 Hz). 8.57 (3H,br s) 

mmm a a 
5-t x j t f-tu-2- y hti/bfj^> 2 mm 



■A 165 (&lf) °C 
MASS 139(MH + ) 

■H-NMR (400 MHz. DMS0-d 6 ) 6 ; 3.87 (3H. s). 3.98 (2H. q. J - 5.9 Hz), 
6.89 (1H. d. J = 8.4 Hz). 7.94 OH. dd. J = 8.4. 2.4 Hz). 
8.14 (1H. m). 8.29 (1H. d. J = 2.4 Hz). 8.58 (2H.br s) 




• 2HC1 
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gggflj 4 5 




CN 



N-(3- i/rj-A- y h + 7^;u>r ^ F8.60g . t K9^> 1 7jcfD 

ttl.71il*x^y-M00il.RCfl.4-yt**>100Bl om4t#VtlZ.m&L2 w. 

Kjmfesact/co ^»tt*a^t«jETT»«Lfco in- *Kfb^hu^A^jra 

^T>^-T7jc=100 : 10 : 1 ) Tffiffi U ^Efb£$&l4. 24g £fi&3tfe@ft£:LT 

(JR*8996) 
MASS 163(MH + ) 

'H-NMR (400 MHz, CDCh) 5; 1.40 (2H. s). 3.84 (2H, s). 3.92 (3H. s). 
6.94 (1H. d. J = 8.4 Hz). 7.49 - 7.54 (2H. m) 

mmm 1 - "" 

2-7U-5-7QO-N- (3, 4- *?i,>i?**z/1>i?fr) 



(1) 2-~ha-5- ? nn5ScE§K5.0g*^>Hf ^SOml^iMftf-*^ 3ral 
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3.2ml h >)JL?)lTi >5ral©THF*g&K±f2$^n.j K£;(rax.T£j£U & 

• NMR (CDC 1 3 : (5) 

4. 56(2H, d. J=5. 7Hz) 5. 97(2H. s+lH. br. s) 

6. 80C1H. 1 J=7. 9Hz) 6. 85C1H. dd, J=7. 9Hz. 1. 8Hz) 6. 90(1H. d, J=l. 8Hz) 
7.50(lH.d.J=2.2Hz) 7. 54QH, dd, J=8. 6Hz, 2. 2Hz) 8. 05(1H. d, J=8. 6Hz) 
(2) 5-^oo-N- (3, 4 - M-VyVir^^KyV)l) -2--Yv<< 
y-JTl K620mg . mmimU 7jc 1 mU J - )\>2m*&^fr\z^mM U 

- c izmwTmm. o%z>p ifoi^o < torn*., *®mif%®m%L-?z 0 mmm 
&^®®*m=kLmmzfem, nmzz.? j -hzm^mLTrnwh^ mm. 

B B B fbf^©-e, »ft|»A«M. J-)l$t\,^ 3L-T>im\ (6»U2-' 
75;-5-^dd-N- ; (8, 4 - /f- u y 'JOr^is^y y )i) Kyyr i K 
520ragff tz 0 

• 2 2 5~2 2 8°C (#6?) 
•MASS 3 0 5 (M-HC 1 • H + ) 

• NMR (400 MHz, 6, DMSO-d 6 ) 

4. 32(2H. d. J=5. 6Hz) 5.07(3H.brs) 5.98(2H,s) 
6. 78C1H. dd. J=8. 0, 1. 2Hz) 6. 84UH, d. J=8. 0Hz) 6. 850H. d. J=8. 8Hz) 
6.89(lH.d,J=1.2Hz) 7.23(lH,dd,J=8.8.2.4Hz) 7. 65(1H. d. J=2. 4Hz) 
8. 94C1H. t. J=5. 6Hz) 

mmm2 
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T * K 



0 




2 -T * J - 5 - 2 nm£S#$n0.0g . 3, 4 - * f- U > y^+S/^V 
Ti W.62ml> 1 - ( 3 -i?j*^/l/T ;;^dW) - 3 - 3.?frij fr# 9 J4 i 
KMM6ll.74g, N- t Kn*$/"*>y h >J T7-;l/8.27g . HJx^;t,TS> 
8. 53ml * T -t? h- h U 200ml Kfin*., £eT20Btll!Jf # Lfc 0 

3g£«ffife»*£LTf#fco («$809O 

1 4 2-1 4 5°C (6fe§f#U from Et OH) 

•NMR ( 4 0 0 MHz, <5, CDCh ) 

4. 49(d, J=5. 7Hz. 2H) 5. 48~5. 58(br, 2H) 5. 96(s. 2H) 6.22(br, 1H) 
6. 63(d, J=8. 8Hz. 1H) 6. 78(d. J=7. 9Hz. 1H) 6. 81 (dd. J=0. 5. 7. 9Hz, 1H) 
6. 84(d, J=0. 5Hz, 1H) 7. 15(dd. J=2. 4. 8. 8Hz. 1H) 7. 26(d. J=2. 4Hz. 1H) 

mmmi 

2-7;;-5-yp^-N- (3, 4 - 1 1- v y * i/<y f J )i} <yy 
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0 




;M& 1 5 7 - 1 5 8'C from E t OH) 

• NMR ( 4 0 0 MHz, 5, CDC 1 , ) 

4. 49(d, J=5. 7Hz, 2H) 5. 57(br, 2H) 5. 97(s. 2H) 6. 20(br. 1H) 
6. 58 (d. J-8. 8Hz, 1H) 6. 78(dd, J=0. 7, 7. 9Hz. 1H) 
6. 81 (dd, J=l. 3, 7. 9Hz. 1H) 6. 84(dd.'J=0. 7. 1. 3Hz. 1H) 
7. 27(dd, J-2. 2, 8. 8Hz. 1H) 7. 39(d. J=2. 2Hz. 1H) 

2-Ti J - 5-^DD-N-yf;b-N- (3, 4- 



0 




&M&B3i£ Lt»/:, (IR^91%) 

•MA 1 2 2-1 2 4'C <«*fe*WU aqEtOH) 

• NMR ( 4 0 0 MHz, 6, CDC 1 , ) 

2.9(s,3H) 4.34(s,2H) 4.55(br.2H) 5.96(s.2H) 
6.60-6.88(m,4H) 6. 66(d. J=8. 6Hz) 6. 77(d. J-7. 7Hz) 
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7.06-7. 13(m.2H) 

2-7;;-5-^yfH;;yf;i/-N- (3, 4 - t^vyj?**^^ 




2 -T S J - 5 - ( (i^/f/l'T ^ y ) y f-;U) £E#$M7^H0.93g£x^ 

y-;noomi tcfclfU l N-7jc®Kfc-*- h u t> uimm%. imi£Jjn*.^iSTi4H# 
IB. °CT-4llfKm^b/co l^^H63.lml*Jra^ £l£«£8M8U 

£ft£50%£*T* h-h U;U270ml KfcPU 3, 4 - * f- 1/ 
>>^T * >7.19mk 1, 3 - *Ji/9 a****/*,* A,#i?4 I Kll.93g, N-fc 
fa^i/lyy h UT'/-;l/7.81g *JD;U 70'CT14l$lffl8!#L*:o 7«tt«at 

: ^dd^> : y^y-^U: jlT>^T7jt = 1 0 0 0:1 0 0:3 ) 
Tf&SUfco 8?£ffc£«8ll5.45g£i§imfe@tt£: Itflfco (JR^90%) 
• NMR ( 4 0 0 MHz, 6, CDC 1 , ) 

2.26(s,6H) 3.35(s.2H) 4. 49(d, J=5. 9Hz. 2H) 5.58(br.2H) 5.95(s.2H) 
6. 63(d. J=8. 4Hz. 1H) 6. 70(br, 1H) 6. 77(d. J=7. 9Hz. 1H) 
6. 82(dd. J-l. 6, 7. 9Hz, 1H) 6. 87(d. J=l. 6Hz. 1H) 
7. 10(dd. J=l. 6. 8. 4Hz. 1H) 7. 39(d. J-l. 6Hz. 1H) 
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mi&w 6 

1- [ [4-?no-2- (3, 4- S1-ls>y**i/<yy,i,) tjwi^f 



0 




1- [ (2-*;l/^+i/-4-^DD7xi^) h°^<>J^>- 
^"f-Jl^XThmmg . 3, 4 -y^l/>i?^-^i/^>^;u T 
^ >0. 45ml, 1, 3 -yisfa^jri/frXfrtfyj z K0.54g , N- t Fo**/ 
^>^hUTV-;uo.36g . 4-^^;l7;;h 4 ij^>ft6ii^N ) N - J> * 
?Jl*)UATi KlOmKCtDx.. £&T*16B#H8i# b*: 0 ;K t^ixf-;^Jii^ s 

: 1) T?»«U ff£ft*ttl.lOg *efeB#i:LT*fco (K*99tt) 

-H£ 1 5 3-1 5 5°C from aq E t OH) 

• NMR ( 4 0 0MHz, 6, CDC 1 , ) 

1.27(t.J=7.1Hz.3H) 1. 75(m, 2H) 1.99(m,2H) 2.52(m.lH) 3.04(m,2H) 
4.08(m.2H) 4. 16(q. J=7. 1Hz, 2H) 4. 47(d. J=5. 7Hz) 5. 97(s. 2H) 
6. 79(dd. J=0. 5, 7. 9Hz, 1H) 6. 82(dd, J-l. 5. 7. 9Hz. 1H) 
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6. 86(dd. J=0. 5, 1. 5Hz. 1H) 7. 01 (t. J=5. 7Hz. 1H) 7. 24(dd, J=2. 6, 9. 0Hz, 1H) 
7. 32(d. J=2. 6Hz. 1H) 8. 22(d. J=9. 0Hz. 1H) 10. 57Cs. 1H) 

mmmj 



0 




• Bfe£ 1 3 1— 1 3 2°C (GEJM*. from aq E t OH) 

• NMR (400MHz, S , CDC 1 a ) 

1.27(t. J=7.1Hz.3H) 1.75(m.2H) 1.99(ra.2H) 2.52(m, 1H) 3.05(m, 1H) 
3. 91(s. 3H) 4. 08 (n. 2H) 4. 16(q. J=7. 1Hz. 2H) 4. 48(d, J=5. 7Hz, 2H) 
6.93(d, J=8.4Hz, 1H) 7. 12(t. J=5. 7Hz. 1H) 7. 22(dd. J=2. 4. 9. 0Hz. 1H) 
7. 22(dd. J=2. 2. 8. 4Hz. 1H) 7. 32(d. J=2. 4Hz, 1H)7. 40(d, J=2. 2Hz, 1H) 
8.19(d. J=9.0Hz, 1H) 10.54(s. 1H) 

1- [ [ 4 - 9 on - 2 - [(2, 3-^bKo^>777>-5--f^) y 
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0 




-MA 1 2 0-1 2 2'C (Sfelftt, fromaq EtOH) 

• NMR ( 4 0 0 MHz, 5, CDC 1 , ) 

1.27(t,J=7.1Hz.3H) 1.75(m.2H) 2.00(m.2H) 2.52(m.lH) 8.05Cn.2H) 

3.22(t. J=8.8Hz.2H) 4. 10(m, 2H) 4. 16(q. J=7, 1Hz. 2H) 

4.49(d.J=5.5Hz,2H) 4. 59(t. J=8. 8Hz, 2H) 6. 69(t, J=5. 5Hz, 1H) 

6. 77(d. J=8. 1Hz. 1H) 7.09(dd.J=1.8.8.1Hz.lH) 7. 19(d,J=l. 8Hz, 1H) 

7. 28(dd. J=2. 4. 9. 2Hz, 1H) 7. 33(d. J=2. 4Hz. 1H) 8. 29(d. J=9. 2Hz. 1H) 

•10.68Cs.lH) 

Mt&m 9 

5-?op-N- (3, 4-y ^ t/>^»^>^) -2- (£7^ 
J ±AT7 I J) ^>77: K 
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2-7;;-5-?dd-N- (3, 4 - ^f Ky"J 
T* Kl.0g*l£'J 5>>10b11c8»U f y-3f>8^o U KMtt0.64g £Sn 

?DD^n: /*y-;i>=5 0:1) -e«f«ft, itiex^i/fr £W*£ H B H U ft 

Efl:^tt630ing £fi£tH* H B H £bT#*:o (JR347 96) 

• 2 0 4 — 2 0 5 °C ( E t O A c ) 

• MAS S (FAB) 4 1 0 (MH + ) 



H (96) N (96) 

3.94 10.25 
H (96) N (96) 

3.99 10.16 
• NMR ( 4 0 0 MHz, 5, DMSO - d 6 ) 

4.44(d, J=5.9Hz,2H) 5.99(s.2H) 6. 85(dd. J=l. 5. 8. 1Hz. 1H) 
6. 87(dd, J=0. 5. 8. 1Hz. 1H) 6. 96(dd. J=0. 5. 1. 5Hz. 1H) 



ftgfift C (96) 
61.55 
C (96) 
61.58 
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7. 66(dd. J=2. 4. 9. 0Hz. 1H) 7. 78 -7. 82b. 2H) 7. 99(d. J=2. 4Hz. 1H) 

8. 60(d. J=9. 0Hz, 1H) 8. 82-8. 87b. 2H) 9. 49(t. J=5. 9Hz. 1H) 
12. 62(s. 1H) 

1 0 

5-?pp-2- {E^ ± 2 JJtTlJ) - N - ( 3> 4-y^.l/>^*v 




1 5 2 — 1 5 4 e C (ftBif A) 
MAS S (FAB) 4 1 0 (MH + ) 



fff-jrn c (%) 

61.55 

mmm c (%> 

61.42 



H (96) 
3. 94 
H (96) 
3. 89 

■ NMR ( 4 0 0 MHz. 8, CDC 1 , ) 

4.54(d.J=5.5Hz.2H) 5.96(s.2H) 6. 79Cdd. J=0. 5. 7. 9Hz. 1H) 
6.82(br.lH) 6.82(dd.J=1.6.7.9Hz) 6. 85(dd. J=0. 5. 1. 6Hz. 1H) 



N (%) 
10. 25 
N (96) 
10. 23 
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7. 43—7. 48(m. 2H) 7. 50(d. J=2. 4Hz. 1H) 8. 28(ddd, J=l. 6. 2. 4. 8. 1Hz. 1H) 
8. 75(d. J=8. 8Hz. 1H) 8. 78(dd. J-l. 6, 4. 8Hz. 1H) 9. 26(dd. J=0. 4. 2. 4Hz. 1H) 
12. 28(s. 1H) 

mmm 1 1 

5-^DD-2-^QD7th7; F'-N- (3, 4 - jt f- V 



0 




Ci 



2-7;;-5-?od-N- (3, 4 - t f- V > i?**r > f J <yv 
T $ K5.00g ^fh7h Ko V => >60mlCj§$U h »Jxf-;UT * >2.52ml£Jll 
x.. tK^T^U/Co ?fla7W?D 'J Kl,44ml££j&$<Z>figrtqo°C£ig 

«Efk^«Kl5.37g ^«*fe»*tbT»yi 0 (»R¥86%) 
1 8 6 - 1 8 7 °C x*y-;l^<3) 
• NMR ( 4 0 0 MHz, 6, CDC 1 a ) 

4.18(s.2H) 4. 52(d, J=5. 5Hz. 2H) 5.98(s.2H) 6.49(br,lH) 

6.79(dd. J=0.5.7.9Hz, 1H) 6. 82(dd. J=l. 6, 7. 9Hz. 1H) 

6. 85(dd, J=0. 5. 1. 6Hz. 1H) 7. 42(dd. J=2. 6. 8. 6Hz. 1H) 7. 44(d. J=2. 6Hz. 1H) 
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8. 54(d. J=8. 6Hz. 1H) 11. 75(br. 1H) 

Mmm 1 2 

2-Tiz?i K-5-?dp-N- (3> l/>^t^^>-^|/) ^ 



0 




2-T;;-5-^no-N- (3, 4 - / * l> > i/K > *>X0 

T 5 K &i!&100iDg £x h7h K077 > 5ml^^^ y^o fc°;Uxf- ;uy $ y 

^-^t^bSif H b2-7t3'; F-5-^no-N- (3, 4-^ u 
>9^^i/KypjU) ^yyri K85mg#/c 0 (JR$84%) 

• 1 8 7- 1 8 8 °C (#8?) 

• MAS S 3 4 7 (MH + ) 

• NMR ( 4 0 0 MHz, 6, CDC 1 3 ) 

2.2K3H.S) 4.51(2H.d,J=5.5Hz) 5.98(2H.s) 6.41(lH.brs) 
6.8K2H.S) 6.84GH.S) 7. 38-7. 42(2H, m) 8. 57(1H, d. J=8. 8Hz) 
10.9K1H, brs) 
ggflfeflj 1 3 

5-^op-N- (3, 4 - - 2 - 7 i^^ 
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0 




2 -T i V - 5 - ^ d d -N- (3, 4 -/ f-l/->^it*S/^>^;U) 
T ^ K ftil&lOOmg ^fh7b KD75>5ral4'^^V^Dh 4 ;i/X^;UT^ > 

ixf;l,-Mt>^bffi B H H L5-?oD-N- (3, 

'OSJJlO - 2-7x7 *j/**#i*7S ;077$ KtllOig £#fc 0 ( 
IR¥88%) 

• M & 1 4 9 ~ 1 5 0 °C 

• NMR ( 4 0 0 MHz, 6, CDC 1 3 ) 

4. 54(2H. d, J=5. 6Hz) 5.98(2H,s) 6.41(lH,brs) 6. 80-6. 87(3H, m) 

7. 17-7.26(2H.m) 7. 37—7. 46C5H. m) 8. 38QH. d. J=9. 2Hz) 10. 82C1H. s) 

mmm 1 4 

5-?na-2 - [ [h5>X-4- (xK^^?;l/^;l/) ^?a^fr-fr> 
tijltf^jl} T^y] -N- (3, 4 - sQVTi 
F 
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0 




2-7U-5-?dd-N- (3. 4 - t TV > f J-t*z/<*yV)\,) Kyy 
Ti Fl.5g£e^>15ml(C&8?L*#L/c 0 cnch5>X-4- UK* 
^?u^*-*yyti)\,iS-)iZu U K2.28g f^nay ^>5ml{C^ 

(W55%) 

•MA 1 5 6 - 1 5 8 °C (fifetMfc x*y-;Mc<kS) 

•NMR ( 4 0 0 MHz, <5. CDC1 3 ) 

1. 26(t. J=7. 1Hz, 3H) 1. 43-1. 62(m. 4H) 2. 06-2. 14(m, 4H) 

2. 22-2. 36(m, 2H) 4. 13(q. J=7. 1Hz. 2H) 4. 50(d. J=5. 7Hz. 2H) 5. 97(s, 2H) 

6.70(t,J=5.7Hz.lH) 6. 76-6. 85(m, 3H) 7. 32(dd, J=2. 4. 9. 0Hz. 1H) 

7. 41 (d. J=2. 4Hz. 1H) 8. 54(d. J=9. 0Hz. 1H) 11. 02(s. 1H) 
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mmm 1 5 

5-7*0^6-2- [ th?yx-4- ^_E^±±> 

K 



0 




•Hi* 1 4 7~ 1 4 9°C (6fe#r#U from n-Hex-E t OAc) 
• NMR (4 0 OMH-z, 6, CDC 1 3 ) 

I. 26(t. J=7. 1Hz, 3H) 1. 44-1. 53(m, 4H) .2. 07-2. 15(m. 4H) 
2.25-2.37(m.2H) 4. 13(q. J=7. 1Hz. 2H) 4. 51(d. J=5. 7Hz, 2H) 5.98(s,2H) 

6. 51 (t 1 ike. J=5Hz. 1H) 6. 78 -6. 83(ra. 2H) 6. 84(d. J=0. 9Hz. 1H) 

7. 53(dd. J=2. 4. 8. 4Hz. 1H) 7. 55(d. J=2. 4Hz. 1H) 8. 53(d. J=8. 4Hz. 1H) 

II. 02(s, 1H) 

mmm 1 6 

5-/y PD -2- [ [3- (xh^->^;i/t^^) 7^'Jo^;i/] TiJ] - 
N- (3, 4 - y ± u y 9* *y<y 2 ikl C±2^LL1 K 
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" C00C 2 H s 



• bl6 i 8 i~i 8 4°c cmm^ji) 

• MASS (FAB) 4 3 1 (MH + ) 

fi-J?f6 C (%) 
58.54 
C (*>) 
58.44 



N (%>) 
6. 50 
N (96) 
6. 49 



H (*>) 
4.44 
H (%) 
4.41 

NMR ( 4 0 0 MHz, 6, CDC 1 i ) 

I. 35(t. J=7. 1Hz. 3H) 4. 28(q. J=7. 1Hz. 2H) 4. 52(d. J=5. 7Hz. 2H) 
5.98(s.2H) 6.53(ra.lH) 6. 78-6. 86(m. 3H) 6. 90(d. J=15. 4Hz. 1H) 
7. 08(d. J=15. 4Hz. 1H) 7. 42-7. 48(m, 2H) 8. 69(d, J=9. 7Hz, 1H) 

II. 57(s.lH) 
1 7 



5-?nn -2 - [ [5 - (xFt-/^;^:^) /£uu Jl] T * y 1 
(3, 4-yfl/>-;t^^>^;b) ^>77; K 



N 
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0 




1 5 4 - 1 5 6 'C (Sfefttt. from aq E t OH) 
• NMR ( 4 0 0 MHz, 5, CDC 1 3 ) 

1.25(t. J=7. 1HZ.3H) 1.67—1. 81 (m. 4H) 2. 35(t. J=7. 3Hz, 2H) 
2. 43Ct. J=7.0Hz.2H) 4. 13(q. J=7. 1Hz. 2H) 4. 50(d. J=5. 7Hz. 2H) 
5.98(s,2H) 6. 52(t, J=5. 7Hz) 6. 75 -6. 87(m. 3H) 7. 37-7. 42(n. 2H) 
8. 57(d.J=9. 3Hz, 1H) 10. 96(s. 1H) 

mmm 1 8 

5-?aa-2 - [ [4 - h 4- i/% ^yJjjA/j 7 X Jl -N 

- (3, l/>^t»^>^;l/) ^y^TTl K 



0 
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•MA 2 0 8-2 1 <TC (SfelHfc from aq E t OH) 

•NMR ( 4 0 0 MHz, 6, DMSO-d, ) 

3.90(s.3H) 4. 42(d. J-5. 7Hz. 2H) 5.98(s.2H) 6. 83(dd. J-l. 5. 7. 9Hz, 1H) 
6.86(dd.J=0.5.7.9Hz) 6.- 95(4. >0. 5Hz, 1H) 7. 66(dd. J=2. 6. 9. 0Hz. 1H) 
7. 97(d, J=2. 6Hz. 1H) 7. 99-8. 05(m. 2H) 8. 11-8. 16(m. 2H) 
8.61(d,J=9.0Hz.lH) 9. 47(t. J=5. 7Hz) 12.50(s.lH) 

^mmi 9 

5 - ^ n n - 2 - [ ( ? n^fr-fr frtf^A,) y * y] -N- (3. 4- 



0 



CI 




• M& 1 4 1 - 1 4 2 e C (E t 2 0) 
•MASS (FAB) 4 1 5 (MH + ) 

• 5t^£r#f fit 



turn c (%) 



H (%) 



N (%) 



63. 69 



5. 59 



6. 75 



mm C (%) 



H (H) 



N (%) 



63.47 



5. 60 



6. 65 
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NMR ( 4 0 0 MHz, 6, CDC 1 , ) 
1. 18-1. 39(m. 3H) 1. 45-1. 57(m. 2H) 1. 70(m. 1H) 1. 79-1. 87(m. 2H) 
1.95-2.03(m.2H) 2.29(m, 1H) 4. 51 (d. J=5. 5Hz. 2H) 6.54(brt. 1H) 
6. 77-6. 83(m, 2H) 6. 84(m. 1H) 7. 37(dd, J=2. 2, 8. 8Hz, 1H) 
7. 40(d. J=2. 2Hz. 1H) 8. 58(d. J=8. 8Hz. 1H) 10. 91(s. 1H) 

mm 2 o 



5 -?on- 2 - [(l-y^;l/h J ^'J^>-4-^ T ^ J ] - N 

(3, a - /i-vy'Jt^.i/^y'J^) if 




- 1 7 7- 1 7 8 °C ( E t OA c) 

•MASS (FAB) 4 3 0 (MH + ) 

C (96) H -(96) 

61.47 5.63 

C (.96) H (96) 

61.11 5.62 



N (%) 
9.77 
N (%) 
9.70 
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• NMR ( 4 0 0 MHz, 6, CDC 1 , ) 

1.80-1. 92(1.210 1.94-2.06(nUH) 2.70(m.lH) 2.29(s.3H) 
2.88-2.980n,2H) 4. 51 (d. J-5. 7Hz. 2H) 5.98(s.2H) 6.52(br.lH) 
6. 77-6. 86(m. 3H) 7. 39(dd. J=2. 4. 9. 7Hz. 1H) 7. 40(d. J=2. 4Hz. 1H) 
8.60(d. J=9.7Hz,lH) 11.05(s.lH) 

mmm 2 1 

5-w;i>7^y^-2- r [4- h±^A£^l ci>^Uk2 

-N- (3, U>WM>^) <> 77 ; p 




v COOCH3 

&&®%.£LTntz 0 (JR$509O 

-HA' 17 1-1 7 4°C'(6fetftt > x^y-;l,7jcj;^) 

• NMR ( 4 0 0 MHz. 5, CDC 1 , ) 

2.24(s.6H) 3.40(s,2H) 3.96(s,3H) 4. 54(d. J=5. 7Hz. 2H) 5.96(s.2H) 
6.79(d. J=7.9Hz.lH) 6. 83(dd, J=l. 5. 7. 9Hz, 1H) 6. 87(d, J=l. 5Hz. 1H) 
6.88(br.lH) 7.42(dd,J=1.8.8.4Hz.lH) 7. 56(d. J=l. 8Hz. 1H) 
8.08-8.13(m.2H) 8. 15-8. 21 On. 2H) 8. 76(d. J=8. 4Hz, 1H) 12.36(s.lH) 



iii2 2 
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i/tru^Vryii kX—n,] rsy] -N- (3, 4 - b >^**^>^ 



0 




Sfe»*tU#fco (IRJP3290 

• H& 1 4 4 - 1 4 5 °C 

• NMR (4 0 OMHz, 5, CDC 1 3 ) 

1.25(t. J=7. 1HZ.3H) 1.43-1. 64 (m. 4H) 2. 05-2. 13(m, 4H) 2.20(s.6H) 
2. 24-2. 35 (m. 2H) 3. 35(s. 2H) 4. 12(q. J=7. 1Hz. 2H) 4. 50(d. J=5. 7Hz, 2H) 
5.95(s.2H) 6.77(dd, J=0.5.7.9Hz, 1H) 6. 80(dd. J=l. 1. 7. 9Hz. 1H) 
6. 84(dd. J=0. 5. 1. 1Hz) 6. 86(t. J=5. 7Hz. 1H) 7. 32(dd. J=l. 8.' 8. 4Hz, 1H) 
7. 48(d. J=l. 8Hz. 1H) 8. 54(d. J=8. 4Hz. 1H) 11. 18(s. 1H) 

mmm 2 3 

5-?no-2- [ [h7>X-4 - (x Y ->?n^-fr> 
tultf^jl] T*7] -N- y f-;l/-N- (3, 4-^f^>W^>'^^) 
^>77; F 
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0 



CI 




-HA 1 5 3 - 1 5 5 0 C (&£Jf#U from aq E t OH) 

• NMR ( 4 0 0 MHz, 6, CDC 1 , ) 

1.27(t,J=7.1Hz.3H) 1.41-1.62(i.4H) 1. 96-2. 35(m. 6H) 
2. 88-3. 08(br, 3H) 4. 14(q, J=7. 1Hz, 2H) 4. 45. 4. 62(br. fr2H) 
5.98(brs.2H) 6.45-6.59. 6. 71-6. 93(br. ir3H) 7. 24(brm, 1H) 
7. 36(dd. J=2. 4. 8. 8Hz. 1H) 8. 13(d. J=8. 8Hz. 1H) 8. 80 -9. 01 (br. 1H) 

nmm 2 4 

5-?oo-2- (4-h Kp *$/tf^ijs;;) T-thTl K-N- (* a 



o 




5^DD- 2 -^on7tF7; K - N - (3, 4 - t * U > i;K l 
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OVTi K570mg £N, N- i? * f^tJlAT $ K5mllc»f?U 4- 
h Ko*S>tf<!J S?>450mg At®* 'J t7A620mg , 3 ^fbf- h v n - T/f-^T > 

W7A^D7hr77^ - ^?DD^>: *9 J-to=% 0:1) 

»*tlTfffc, (iR¥84%) 

•Bfc£ 1 4 9 - 1 5 2'C(ftax^-n-^t» 
■ MAS S (FAB) 4 4 6 (MH + ) 

fttttt C (96) H (9d) N (%) . 

59.26 5.43 9.42 

nmm C (H) H (%) N (*0 

59.28 5.51 9.37 

•NMR ( 4 0 0 MHz, 6, DMSO-d, ) 

1. 55-1. 65 (m.2H) 1. 68-1. 78(m. 2H) 2. 19-2. 28(m. 2H) 

2. 64-2. 73(m. 2H) 3.06(s,2H) 3.50(m. 1H) 4. 39(d. J=5. 9Hz. 2H) 
4.58(d. J=3.7Hz.lH) 5. 99(s. 2H) 6. 83(dd. J=l. 3. 8. 1Hz. 1H) 

6. 87(d. J=8. 1Hz. 1H) 6. 92(d, J=l. 3Hz. 1H) 7. 54(dd. J=2. 6. 9. 0Hz. 1H) 
7. 73(d. J=2. 6Hz. 1H) 8. 52(d. J=9. 0Hz. 1H) 9. 23(t. J=5. 9Hz. 1H) 
11.69(s. 1H) 

mmm 2 5 

5-^od-N- ( 3 , 4 - t f_ U > i?** is* > f J )l) - 2 - .( fcf^ 'J *J J 



T-tr bT i F) ^>77; K 
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1-5 5-1 5 6°C (ftli^.-n^^U-» 
•MASS (FAB) 4 3 0 (MH + ) 



ftnm c (%) 

61.47 
HfcUli C (%) 
61.38 



H-(«) N (96) 

5. 63 9. 77 

H (*>) N (%) 

5.61 9.75 
• NMR ( 4 0 0 MHz. 6, DMSO-d, ) 

I. 32-1. 42b. 2H) 1.52-1. 51 (m,4H) 2. 35-2. 45b. 4H) 3.03(s.2H) 
4.38(d.J=5.9Hz.2H) 5.98(s.3H) 6. 81(dd. J=l. 3. 7. 9Hz. 1H) 
6.86(d.J=7.9Hz.lH) 6. 92(d. J=l. 3Hz. 1H) 7. 54(dd. J=2. 6. 9. 0Hz. 1H) 
7.74(d.J=2.6Hz.lH) 8. 54(d. J=9. 0Hz. 1H) 9. 25(t. J=5. 9Hz. 1H) 

II. 70(s.lH) 
2 6 



5-?on-2- [4- ( x^^;^;^) ggJHV] T-trhT$ K 
N- (3. 4 - y f u a:>» 7t ? |* 
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0 




&&T*Jl>7 rZt LTmzo (IR2P9996) 
• NMR ( 4 0 0 MHz. 8, CDC 1. ) 

1.24(t. J=7. lHz.SH) 1.90-1. 98 (m.2H) 1. 98-2. 10(m. 2H) 

2. 26-2. 36(m. 3H) 2. 81— 2. 90 (in. 2H) 3. 10(s,2H) 4. 13(q.J=7. lHz.2H) 

4. 50(d. J=5. 9Hz, 2H) 5.96(s. 2H) 6. 71(t, J=5. 9Hz. 1H) 

6. 77(dd. J=0. 4, 7. 9Hz, 1H) 6. 81 (dd. J=l. 8. 7. 9Hz. 1H) 
6. 85(dd. J=0. 4, 1. 8Hz, 1H) 7. 30(dd. J=2. 4, 9. OHz. 1H) 

7. 40(d. J=2. 4Hz. 1H) 8. 49(d. J=9. OHz, 1H) 11.61(s, 1H) 

mmm 2 7 

5 - ? on-N- (3, 4 -/j-U y i?** isO i? )l) -2 - [ (4-^ 
)± fcf ^5 'J J ) T-tr h T * K1 ^>77S K 



0 



CI 
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■ 1 6 2- 1 6 4 'C (EtOAc-n-Hex) 



• MASS (FAB) 4 4 5 (MH + ) 



Wrmm c (.%) 



H (%) 



N (%) 



59. 39 



5. 66 



12. 59 



mm c (*o 



H (*>) 



N (*>) 



58.80 



5. 66 



12. 45 



•NMR (4 0 0 MHz, 5, CDC1 3 ) 

2.35(s.3H) 2. 50-2. 75(m. 8H) 3.17(s,2H) 4. 53(d, J=5. 7Hz. 2H) 

5.97(s.2H) 6.40(br. 1H) 6. 77 -6. 82(m, 2H) 6.85(ra.lH) 

7. 39(dd.J=2. 0.8.8Hz, 1H) 7. 41 (d, J=2. 0Hz. 1H) 8. 57(d, J=8. 8Hz. 1H) 
11.56(br. 1H) 

mmm 2 8 

5-?nn-N- (3, 4 * V y f J ir * i; <y *J - 2- [ (3-** 




• M£ 2 0 2-2 0 3 'C ( aq E t OH) 

• MAS S (FAB) 4 4 5 (MH + ) 
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tutu c (%) 

56. 70 

mmm c (%) 

56. 65 



H (96) N (96) 

4.76 12.59 
H (96) N (96) 

4.78 12.56 
• NMR (400 MHz, 6, DMSO-d 6 ) 

2. 65(t. J=5. 3Hz. 2H) 3. 10(s.2H) 3.21(s.2H) 3. 23-3. 30(m. 2H) 
. 4. 36(d. J=5. 7Hz, 2H) 5. 99(s.2H). 6.81(dd. J=l. 6. 8.0Hz. 1H) 
6. 88(d. J=8. 0Hz, 1H) 6. 90(d. J=l. 6Hz. 1H) 7. 56(dd. J=2. 6. 9. 0Hz, 1H) 
7. 77(d. J=2. 6Hz. 1H) 7. 83(brs, 1H) 8. 52(d, J=9. 0Hz, 1H) 
9. 26(t. J-5. 7Hz. 1H) ■ 11.72(s. 1H) 

mmM2 9 

5-?pd-2 - [4 - (x^^/»;^^) f+frTiJ] - N - (3. 
4 -yf-l/>^t^'>^>'^;l/) ^>_2Tj K 





C00C 2 H E 



6-^nn-l - [4 - (x^^*;^:^) - 1. 

-4H-1. 3 > ^^-^-9-^ > - 2, 4 3.50g£N, N-iS/Tll 
*;t>AT ^ K35ml(C&8?U 4 - ! J t *JlT I J h° D >0. 13g . 3, 4 - y ^ 
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mm^Jirmmb 1 n-*m, iMd&^*£*M ttJ»«7kT 

H&ifefrLfco &*BK»^:/*->tf ATfcttfc, »tt«*U 
i*y-*-e»»U ffCfb^MS. 35g *«*fe»*i:LT#fc 0 (JR*72JO 
-lft& 8 9-9 1°C (efetrtt from aq E t OH) 
■NMR (4 0 0MHz, 6, CDCls) 

1.25(t.J=7.1Hz.3H) 1.65-1. 80 (m. 4H) 2. 85(t. J=7. 0Hz. 2H) 3. 13(ra. 2H) 
4.13(q. J=7.1Hz,2H) 4. 46(d. J=5. 7Hz. 2H) 5.96(s.2H) 6.26(brt,lH) 
6.60(d. J=9.0Hz. 1H) 6. 76-6. 8 Km. 2H) 6.83(m.lH) 
7. 22(dd. J=2. 4, 9. 0Hz, 1H) 7. 26(d. J=2. 4Hz. 1H) 7. 52(brt. 1H) 

mmm 3 0 

5-^oo-2 - [3 - h 7°pfcf;UT*y] -N- (3 , 

4 - y f- U ^>77; K 



0 




' N ^C00C 2 H 5 



• NMR ( 4 0 0 MHz, <5, CDC 1 3 ) 

1.26(t.J=7.1Hz.3H) 1.97(m.2H) 2. 42(t. J=7. 3Hz. 2H) 3.19(m,2H) 

4.14(q, J=7.1Hz.2H) 4. 47(d. J=5. 5Hz. 2H) 5.96(s.2H) 6.26(m.lH) 

6.64(d.J=8.8Hz.lH) 6. 76-6. 82(m. 2H) 6.83(m.lH) 
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7. 22(dd. J=2. 4. 8. 8Hz. 1H) 7. 27(d. J=2. 4Hz, 1H) 7. 57(m. 1H) 
5-^gp-2-^f;l/7;;-N- (3, 4 - ^ f U > is* > 



0 




«Kfett*£»fco (HX^94%) 

• H£ 1 5 2- 1 5 4°C (SfefcHft x^y-;U7jc<J;0) 

• NMR (400 MHz, 5, DMSO-d« ) 

2.76(d.J=5. 1HZ.3H) 4. 31 (d. J=5. 9Hz. 2H) 5.98(s,2H) 

6. 64(d, J=9. 0Hz, 1H) 6. 73(dd, J=l. 5, 7. 9Hz. 1H) 6. 85(d. J=7. 9Hz. 1H) 

6. 88(d, J=1.5Hz. 1H) 7. 31(dd, J=2. 6, 9. 0Hz, 1H) 7. 64(d, J=2. 6Hz, 1H) 

7. 74(q, J=5. 1Hz. 1H) 8. 93(t. J=5. 9Hz, 1H) 

mmm 3 2 

5-?no-2 - [4 - (y h*i/t]fr$—fr) Kyjjjl] -N- ( 3, 4 - 
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0 




-ft£ 1 5 6-1 5 8°C (S^tf-ft i^y-;U7jCct^) 

• NMR ( 4 0 0 MHz, 6, CDC 1 3 ) 

3. 91 (s. 3H) 4. 46(d, J=5. 5Hz. 2H) 4. 50(d. J=5. 5Hz. 2H) 5. 97(s. 2H) 
6.29(brt. J*5Hz,lH) 6. 46(d. J=9. 0Hz, 1H) 6. 79(dd. J=0. 7, 7. 9Hz, 1H) 

6. 82(dd.J=l. 5.7.9Hz) 6. 85(dd. J=0. 7. 1. 5Hz) 7. 14(dd. J=2. 6. 9. 0Hz) 

7. 31 (d, J=2. 6Hz. 1H) 7. 38-7. 43(m. 2H) 7. 97-8. 02(m. 2H) 
8.16(brt. J=5Hz, 1H) 

nmm 3 3 

5 - 9 n n -N- (3, 4 - J f_ 1/ > >Jir* y< > -2- (4-h'J'J 
40 t$ y^yy? ; K 



0 
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eo%7m<ti- h «j (&®mmffi) i.34g *n, n-v* ^^r-t? hr $ k 

50mlim$£i*\ 6-^an-l, F'n - 4H- 1 , 3 '7:i-*-9- 

^ >3. og£'>*o'ojj[ix.fco mwc\mmmwbtz'& > 4-b°n»;^^nu Kts 

®^^^S1"ojDX.^o 1.5 B#^^50 e CirjDSb24l^^m^b7to 

U 3, 4 -yf l/>i^t*^>W; >2. 1ml > 4 -itjtf-frT I J b? U 

i?>o.i9g £fin>u MTH#iflm#Lfc e **£iH]*.> t^x^-ctta* u 

-1:2) vnmuzo x^y-^bS^u mm<t&mmu z&mm 

• M& 1 6 3 ~~ 1 6 6 *C 

■ MAS S (FAB) 3 9 6 (MH + ) 

ff-gfc C (%) H (%) N (*>) 

63.72 4.58 10.62 

nmm c (*>) h cao n 60 

63.79 4.57 10.62 

• NMR ( 4 0 0 MHz, <5, CDC 1 3 ) 

4. 43(d. J=5. 9Hz, 2H) 4. 51 (d. J=5. 7Hz, 2H) 5. 97(s.2H) 6.40(n.lH) 

6. 40(d. J=9. 0Hz, 1H) 6. 79(dd. J=0. 5. 7. 9Hz, 1H) 

6. 82(dd, J=l. 5, 7. 9Hz, 1H) 6. 85(dd, J=0. 5, 1. 5Hz, 1H) 

7. 15(dd, J=2. 4, 9. 0Hz. 1H) 7. 24 -7. 27 On. 2H) 7. 33(d. J=2. 4Hz. 1H) 

8. 21 (t, J=5. 9Hz. 1H) 8. 52-8. 55(m. 2H) 

mmm 3 4 
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0 




-MA 1 2 8-1 2 9°C mn&tttfi aq E tOH) 

• NMR ( 4 0 0 MH z, 8, CDC h ) 

0. 98— l.lKm. 2H) 1.25(t.J=7.1Hz.3H) 1. 38-1. 51(m. 2H) 1.63(m,lH) 
1.90—1.99(m. 2H) 1.99-2.06(ra.2H) 2.25Gn.lH) 2. 95-3. 02(m. 2H) 
4.12(q.J=7.1Hz,2H) 4. 48(q. J=5. 7Hz, 2H) 5.96(s.2H) 6.21(brt.lH) 
6. 60(d, J=9. 0Hz. 1H) 6. 76-6. 82(m, 2H) 6. 83(m. 1H) 
7. 21 (dd. J=2. 6. 9. 0Hz, 1H) 7. 26(d, J=2. 6Hz. 1H) 7. 65(br. t. 1H) 

mmm 3 5 

2- [ (4 -ft;i/*>->:/^r>;t,) rjji -5-*pp-n- (3, 4 - 
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COOH 



2-T*7-5-?no-N- (3, 4 - i * U > 

•flfcjft 1 5 4 - 1 5 5 °C ( aq EtOH). 
•MASS (FAB) 4 1 9 (MH + ) 



ftfttt C (H) 
57.35 
C (%) 
57.17 



H (%) N (%) 

4. 57 6. 69 

H (96) N (96) 

4.56 .6.64 
• NMR ( 4 0 0 MHz,.fi, DMSO-d.) 

1. 80(dt. J»7. 3. 7. 5Hz. 2H) 2. 28(t. J=7. 3Hz. 2H) 2. 38(t. J=7. 5Hz. 2H) 

4. 37(d. J=5. 9Hz. 2H) 5. 99(s. 2H) 6. 82(dd. J-l. 6. 7. 9Hz, 1H) 

6. 87(dd. J=0. 4. 7. 9Hz. 1H) 6. 93(dd. J=0. 4. 1. 6Hz. 1H) 

7. 55(dd. J=2. 6. 9. 0Hz. 1H) 7. 82(d. J=2. 6Hz. 1H) 8. 38(d. J=9. 0Hz. 1H) 
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9.30(t.J=5.9Hz. 1H) 11.17(s.lH) 

mm 3 6 



2- [ Tin -5-^oo-N- (3. 4 




C00H 



e^tf ttA t tTf#/c 0 (iR^38%) 
2 1 7-2 2 O'C (EtOH) 
MAS S (FAB) 4 0 5 (MH* ) 



ftmm c (%) 

56. 37 

mmm c (%> 

56. 24 



N (%) 
6. 92 
N (%) 
6. 88 



H (%) 
4. 23 
H (*>) 
4. 25 

NMR ( 4 0 0 MHz, 8, DMSO-d, ) 
2. 48-2. 60(m. 4H) 4. 38(d. J=5. 9Hz. 2H) 5.99(s.2H) 
6. 82(ddd. J=0. 4. 1. 7. 7. 9Hz. 1H) 6. 87(dd. J=l. 7. 7. 9Hz, 1H) 
6. 93(dd, J=0. 4, 1. 7Hz. 1H) 7. 55(dd. J=2. 4. 9. 0Hz. 1H) 7. 83(d, J=2. 4Hz. 1H) 
8.38(d.J=9.0Hz,lH) 9. 31(t. J=5. 9Hz, 1H) 11.24(s.lH) 
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mmm 3 7 

2 - [N- Uji^ikji±iiZ!±lik) zlLi£±J}d t;;-5-^do- 

N' - (3, 4 - ^ 5^ >^**'>^>i?;P) ^>77; F 



0 



CI 




COOH 



fifeT^/U? y X£#/i 0 (IR^39%) 

• MASS (FAB) 4 3 3 (MH + ) 

• NMR (4 0 0 MHz, 6, CDC 1 8 ) 

1.75~1.86(m,2H) 1. 99~2. 48(m, 4H) 3. 15, 3. 22(s, ff-3H) 

4. 41 (dd, J=5. 7, 14. 5Hz. 1H) 4. 46(dd, J=5. 7. 14. 5Hz. 1H) 5. 94(s. 2H) 

6. 69, 7. 04(m. fHH) 6. 73 -6. 82(m. 3H) 7. 05. 7. 12(d. J ^ 8. 4Hz. fHH) 

7. 40, 7. 44(dd. J=2. 4. 8. 4Hz, 1H) 7. 47, 7. 60(d, J=2. 4Hz, 1H) 

mmm 3 8 

1-[[4-?pp-2-[<3, 4 - * ? U i? fr) ti)l"<* 
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COOH 



l0.09gKx*y-,H00 m l , x h ^ h Ko 7 7 WOOoil , l N h 'J * 

**«T»iBU £S©*»i:*U »MTlSipH2fcLfe 0 ..«fHlll*TOU 
$72%) 

■ 2 6 3-2 6 4 'C (Et OH) 

• MAS S (FAB) 4 6 0 (MH + ) 



fUTlfi C (%) 
57. 46 
C {%) 
57. 39 



H (96) N (96) 

4.82 9.14 
H (96) N (%) 

4- 73 9. 09 

NMR ( 4 0 0 MHz, 5, DMSO-d, ) 
1.46(n.2H) 1.86(n.2H) 2.490n.lH) 2. 98( ffl( 2H) 3.91(m,2H) 
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4. 38(d. J=5. 7Hz. 2H) 5.. 98(s. 2H) 6. 81 (dd. J=l. 5. 8. 1Hz, 1H) 

6.86(d, J=8.1Hz. 1H) 6. 91 (d. J=l. 5Hz, 1H) 7. 49(dd, J=2. 6. 9. OHz. 1H) 

7. 82(d. J=2. 6Hz, 1H) 8. 31 (d. J-9. OHz. 1H) 9. 35(t. J=5. 7Hz) 11. 06(8. 1H) 

nmm 3 9 

2- (h7>^-4-»W->^j>o^»>»;^;l/) y $ J - 5 - 7 



0 




;t/t^] 7U-N- (3, l/>^t + '> / <>i';l') ^V77; F 

10. Og lcx*y-;H00ml\ x h5 h K077 >100ml , 1 N -*»ffc-*- h U 
^7K*«65ml*tP^^M-C8INrlBI«^U^o Efctt£»»U gi«**i:t*> 
U ai->';*y/i/^D7 ; 7K^30^-t7jcy -eft 

TOtU#/:o <iR*75») 

• 2 2 8 - 2 3 0 °C (E t OH) 

• MAS S (FAB) 4 5 9 (MH + ) 
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N (96) 
6.10 
N (96) 
6. 08 



nnm c (%) h (%) 

60. 20 5. 05 

mm C (96) H (96) 

59.95 5.11 ' 

• NMR (4 0 0 MHz, 5, DMSO-d«) 

I. 31-1. 48(m.4H) 1. 87-2. 03(m. 4H) 2. 13-2. 29(m, 2H) 
4.38(d.J=5.7Hz.2H) 5.99(s, 2H) 6. 82(dd. J=l. 6. 7. 9Hz. 1H) 

6. 87(d, J=7. 9Hz, 1H) 6. 93(d. J=l. 6Hz. 1H) 7. 54(dd. J=2. 6. 9. 0Hz. 1H) 

7. 83(d. J=2. 6Hz. 1H) 8. 40(d, J=9. 0Hz. 1H) 9. 32(t, J=5. 7Hz. 1H) 

II. 19(s.lH) 

0 

2- (5-^;^>->Xu'J ;U) T$y-5-?ng-N- (3, 




COOH 



1 9 7 - 1 9 9 °C (E t OH) 
MASS (FAB) 4 3 3 (MH + ) 
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ff-Utt C {%) 
58.27 
C {%) 
58.03 



H (%) N (.96) 

4. 89 6. 47 

H (%) N (96) 

4. 96 6. 38 

• NMR ( 4 0 0 MHz, 6, DMSO-d, ) 

1.49-1. 63 (m.4H) 2. 23(t, J=7. 3Hz. 2H) 2. 34(t. J=6. 8Hz, 2H) 
4. 37(d, J=5. 7Hz. 2H) 5.99(s.2H) .6. 82(dd, J=l. 6. 7. 9Hz. 1H) 
6. 87(dd. J=0. 4, 7. 9Hz, 1H) 6. 93(dd. J=0. 4. 1. 6Hz. 1H) 
7. 55(dd. J=2. 6. 9. 0Hz. 1H) 7. 82(d. J=2. 6Hz. 1H) 8. 39(d. J=9. 0Hz. 1H) 
9.30(t. J=5.7Hz. 1H) 11.15(s. lH) 
1 



2- (4 -*Jl#*is^>VJJl) 7U-5-?on-N- (3, 4 - / f- 




6fe£M*.f E ,£:LT#/Co (HX^74%) 
Hk£ 2 6 0 - 2 6 2°C (x^y-;U7jc) 
MASS (FAB) 4 5 3 (MH + ) 
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H (%) N {%) 

3.78 6.19 
H (%) N (%) 

3. 98 6. 09 

• NMR (400 MHz, 6, DMSO-d 6 ) 

4. 42(d. J=5. 7Hz. 2H) 5. 98(s, 2H) 6. 83(dd. J=l. 5. 7. 9Hz. 1H) 

6. 86(dd. J=0. 5. 7. 9Hz. 1H) 6. 95(dd. J=0. 5. 1. 5Hz. 1H) 

7. 66(dd. J=2. 4. 9. 0Hz. 1H) 7. 97(d. J=2. 4Hz, 1H) 

7. 98-8. 03(m. 2H) 8. 09-8. 15(m. 2H) 8. 62(d. J=9. 0Hz. 1H) 

9.47(t. J=5.7Hz,lH) 12.50(s. 1H) 

mmm a 2 

1- [ [4-?po-2- [ [ (2, 3-^h KdQ'/77> - 5 



0 




v COOH 

GfetftttFat ttUfco (W26&0 

• 14* 2 5 8-2 5 9 *C ( aq EtOH) 

• MASS (FAB) 4 5 8 (MH* ) 



nnm c (*o 

61.00 
Hit C {%) 
60.83 
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ff-|Tfl6 C (96) H (%) 

60. 33 5. 28 

mmm c (%) h (%) 

60.18 . 5.25 

•NMR ( 4 0 0 MHz, <5, DMSO-d* ) 

1.47(m.2H) 1.86(m.2H) 2. 47(m. 1H) 2.99(m.2H) 3. 15(t. J=8. 8Hz. 2H) 
3.9KB.2H). 4.38(d. J=5.9Hz.2H) 4. 50(t, J=8. 8Hz, 2H) 
6.70(d,J=8.2Hz, 1H) 7. 05(dd, J=l. 8, 8. 2Hz. 1H) 7. 20(d. J=l. 8Hz. 1H) 
7. 48(dd. J=2. 6. 9. 2Hz. 1H) 7. 82(d, J=2. 6Hz. 1H) 8. 32(d. J=9. 2Hz, 1H) 
. 9.34(t, J=5.9Hz, 1H) 11.12(s. 1H) 
Hi 4 3 

1- [ [4-?pp-2 - (3-^an-4-n^->^>^) ft ;l/V^>T 



0 




dfe#f^ B B B i:bTf#/co («^63%) 

• Rfc£ 2 8 8 - 2 9 TC ( aq EtOH) 

• MAS S . (FAB) 4 8 0 (MH + ) 



N (%) 
9.18 
N (%) 
9.16 
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tuna c (%) 



H {%) 



N (%) 



55.01 



4. 83 



8. 75 



mm c (%) 



H (*>) 



N (%) 



54.80 



4.81 



8. 64 



• NMR (400 MHz, d, DMSO-d 6 ) 

1.47(m.2H) 1.86(m.2H) 2.46(m,lH) 2.99(m.2H) 3.83(s,3H) 
. 3.91(ra,2H) 4.40(d.J=5.7Hz,2H) 7. ll(d. J=8. 6Hz, 1H) 

7. 28Cdd, J=2. 0. 8. 6Hz. 1H) 7. 40(d. J=2. 0Hz. 1H) 

7. 49(dd. J=2. 6. 9. 0Hz. 1H) 7. 82(d, J=2. 6Hz. 1H) 8. 31(d.J=9. 0Hz. 1H) 

9.37(t. J=5.7Hz) 11.02(s.lH) 

§mmj 4 

2- (3-i?W-/7^J p>r;l) 7;;-5-^p-N- (3 „ 





0 




•it* 2 5 6 -2 5 8 (#8?) e C (x*y-;t,) 
• MAS S (FAB) 4 0 3 (MH + ) 
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M-*tt C («) 
56.66 

1911 C (%) 
56.17 



H (%) N (%) 

3. 75 6. 95 . 

H (%) N (*>) 

3. 68 6. 75 

NMR ( 4 0 0 MHz, 5, DMSO-d. ) 
4.38(d. J=5.7Hz,2H) 5.98(s.2H) 6. 64(d. J=15. 4Hz, 1H) 
6. 82(dd. J=l. 5, 7. 9Hz. 1H) 6; 86(d, J=7. 9Hz. 1H) 6. 93(d, J=l. 5Hz. 1H) 
7. 00(d, J=15. 4Hz. 1H) 7. 60(dd, J=2. 4. 8. 8Hz, 1H) 7. 83(d. J=2. 4Hz, 1H) 
8.29(d. J=8.8Hz, 1H) 9. 29(t, J=5. 7Hz. 1H) 11.49(s,lH) 
5 



5-^0^-2 - ( h ? >X- 4 -ft u^*Vyii T 

IJ-N- (3, 4 - trisyittf-i/^yyjl) sQVTi K 




COOH 

Sfe*M*fi£ LXm^o (UX^74%) 

2 3 6 - 2 3 8 °C (Sfeifft x^y-;U7Kc}:0) 
• NMR (4 0 OMHz, 5, DMSO-d. ) 

1.31-1.47(m,4H) 1. 85-2. 03(m, 4H) 2. 14-2. 30(m. 2H) 
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4.38(d. J=5. 9Hz.2H) 5.99(s,2H) 6. 81 (dd. J=l. 5, 7. 9Hz. 1H) 
6. 87(d. J=7. 9Hz. 1H) 6. 93(d, J-l. 5Hz. 1H) 7. 67(dd. J=2. 4, 9. OHz, 1H) 
7.94(d.J=2.4Hz.lH) 8. 35(d. J=9. OHz, 1H) 9. 33(t. J=5. 9Hz. 1H) 
11.20(s.lH) 12.09(br. 1H) 

umm4 6 

nn-N-yfJl-N- (3. 4 - t * b y V** yK > g !k} CS^ZTl K 




COOH 



-HA 2 0 2-2 0 4'C (Sfe^iJXA x*y-;McJ;*)) 

• NMR ( 4 0 0 MHz, 6, DMSO-d 6 ) 

1.24-1.50(m.4H) 1. 66-2. 01(m. 4H) 2. 10-2. 42 (in. 2H) 
2.67.2.83(s.ff3H) 4.22. 4. 51 (s, tt2H) 6. 00. 6. 01 (s. tf2H) 
6.62-6.67.6.80 -6. 89(m. ft2H) 6.77.7.02(s. IflH) 
7.35-7.57(m,3H) 9. 57, 9. 62(s, fHH) 12.08(br.lH) 

nmm4 1 



hyyx-4- [4- ?d o- 2 - (3, 4 _ y g. u ^ ^. ± ^ ^ ^ ^ 
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0 




5-?oo-2- [ lY?>*-4- (x^->i?;^-A) i/^a^i/Jl] 
/i-Jll TiJ-N- (3, 4-yfl/>W^>i?^) ^>77; F800mg 
Ci^; -;l/7mU r- h 7 t KD7 7 > 7 ml. 1 N -TkSMfcT" h U * A?Jc^^ 7 
iql£ftI*M-C17llf lffl«# L/co 

&£J££*ttU iHi->'J*W7A?n7h^7^- (ft* ; *-*40K 

%) 

• M£ 2 6 6 -2 7 1 °C "C 

•MASS (FAB) 4 8 9 ( (M + Na) + ) , 4 6 7 (MH + ) 

• NMR ( 4 0 0 MHz, 5, DMSO-d.) 

0.85-1. 00 On, 2H) 1. 13-1. 28(m, 2H) 1.44(m. 1H) 1. 69-1. 80 (m. 2H) 
1.80-1.92(m.2H) 2. 85-2. 97 (in. 2H) 4. 32(d. J=5. 5Hz, 2H) 5.98(s.2H) 

6. 67(d, J=9. 3Hz. 1H) 6. 78(dd. J-l. 5. 7. 8Hz. 1H) 6. 85(d. J=7. 8Hz, 1H) 
6.88(d, J=1.5Hz. 1H) 7. 26(dd. J=2. 4. 9. 3Hz. 1H) 7. 66(d. J=2. 4Hz, 1H) 

7. 97(t, J=5. 5Hz. 1H) 9. 03(t. J=5. 7Hz. 1H) 
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UttflH 8 

4- [ [4-?nn-2- (3 , 4-^b>^:j-^A;>^; b ) ft^x^ 



0 




^NoONa 



• Bfcj& > 3 0 0 °C 

•MASS (FAB) 4 6 1 (MH + ) , 4 8 3 ( (M + Na) * ) 

• NMR ( 4 0 0 MHz, 5, DMSO-d e ) 

4.33(d,J=5.7Hz.2H) 4. 36(d. J=5. 5Hz. 2H) 5.99(s.2H) 

6. 63(d. J-9. OHz. 1H) 6. 80(dd. J=l. 5. 7. 9Hz. 1H) 6. 88(d. J=7. 9Hz. 1H) 
6.90(d.J=1.5Hz.lH) 7.20(d.J=8.1Hz.2H) 7. 23(dd. J=2. 6. 8. 1Hz, 1H) 

7. 67(d. J=2. 6Hz, 1H) 7. 81 (d. J=8. 1Hz. 2H) 8. 290. J=5. 7Hz, 1H) 
9. 03(t.J=5. 5Hz.lH) 

mmm4 9 

4- [ [4-^DD-2- (a . 4-yf-b>^»^>^ 

;±2 2*=zM Z±2mLt±l*J*m 
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0 




' SS ^C00Na 



tt»fe»*iUT»fco (W¥35%) 

•MASS (FAB) 4 3 5 (MH + N a + ) 

•NMR ( 4 0 0 MHz, 6, DMSO-d 6 ) 

1.71(m.2H) 1.98(m.2H) 3.06(m.2H) 4. 32(d. J=4. 4Hz. 2H) 5.98(s,2H) 
6.72(d. J=9.0Hz. 1H) 6. 79(dd, J=l. 1. 7. 9Hz. 1H) 6. 85(d. J=7. 9Hz. 1H) 
6.89(d.J=l.lHz.lH) 7.25(dd, J=2. 4. 9. 0Hz. 1H) 7. 64(d. J=2. 4Hz. 1H) 
7.86(t. J=4.4Hz. 1H) 9. 00(t. J=5. 5Hz) 

nmm o 

5 - [ [4-?aa-2 - (3, 4 - / TV >J^t±j^>2j^l tib^^J 



0 




COONa 
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■MASS (FAB) 4 4 9 ( (M+Na 1) + ) 

• NMR (400 MHz, 6, DMSO-d 6 ) 

1.48— 1.60 (m,4H) 1. 88-1. 98(m. 2H) 2. 99-3. 08(m. 2H) 

4. 32(d, J=5. 3Hz. 2H) 5.97(s.2H) 6. 66(d. J=9. 0Hz, 1H) 

6. 79(dd.J=l. 5.7.9Hz, 1H) 6. 85(d. J=7. 9Hz) 6. 89(d. J=l. 5Hz. 1H) 

7. 27(dd. J=2. 4. 9. 0Hz) 7. 67(d. J=2. 4Hz. 1H) 7. 87(t. J=5. 3Hz. 1H) 

9.04U, J=5.3Hz.lH) 

mmm 5 1 

l - [ [ [4-?oa-2 - (3, u>-^tt^>^^) ft;^*^ 



0 




COONa 



•life* 2 4 4 - 2 4 9 °C 

•MASS (FAB) 5 1 8 ( (M + Na) + ) , 4 9 6 (MH* ) 
• NMR (400 MHz, 6, DMSO-de ) 
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1. 68-1. 85(m, 4H) 2. 05-2. 16(m. 2H) 2. 67-2. 77(m. 2H) 
3.01(s.2H) 3.42(br. lH) 4. 38(br, s. 2h) 5. 98(s, 2H) 
6. 85(dd. J=l. 3. 8. 1Hz. 1H) 6. 87(dd, J=0. 7, 8. 1Hz. 1H) 
6. 93(d. J=0. 7Hz. 1H) 7. 52(dd, J=2. 6, 9. OHz. 1H) 7. 74(d. J=2. 6Hz. 1H) 
8. 48(d. J=9. OHz, 1H) 9. 38(br. 1H) 11. 59(br, 1H) 
Hffiffd 5 2 

4 - [ [ [4-'^^W;^f^-2- (3, 4 - / ? U > i?** i/<<y 



o 




bxm^o («X^48%) 

• m& 2 8 0 V 

• NMR ( 4 0 0 MHz, DMSO-d.) 

2.16(s,6H) 3.38(s.2H) 4. 33(d, J=4. 9Hz. 2H) 5. 98(s.2H) 
6.82-6.88(m.2H) 6.95(s, 1H) 7. 48(dd, J=0. 5, 8. 4Hz, 1H) 
7.92(d, J=0.5Hz. 1H) 7. 82(d, J=8. 1Hz. 2H) 7. 99(d. J=8. 1Hz. 1H) 
8. 59(d. J-8. 4Hz, 1H) 9. 45(br. 1H) 12. 42(s. 1H) 

nmm 5 3 

2-T $ j -5- / h4=-->-N-(3,4-y f-l/ ^^^-^r^^V^;!/) ^>*y 
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H 3 co 




2-TIJ-5- :/n*-4- * h + S/»*Mi.50g, t^n - jV T * >0. 84mK 
1-C3- ^f;l,7;;yo^)-3-xf;^;^^; K ^^l.29 g> l-t 
Kn + M >niJr/ . Mgi ^ M x * * T $ . > 0. 93*1 *N. N- ^ * * 

ife* 143-144 °C 
MASS 378 (M + ) 

'H-NMR (400 MHz. CDC1 3 ) 5; 3.85 (3H. s). 4.46 (2H. d. J = 5. 7 Hz ). 
5.81 (2H. s). 5.95 (2H. s), 6.15 (1H. s). 6.15 (1H. «n). 
6.77 (1H. dd. J = 7.9. 0.5 Hz). 6.79 (1H. dd. J = 7.9. 2.2 Hz). 
6.83 (1H. dd. J = 2.2. 0.5 Hz). 7.44 (1H. s) 

mmm 5 a 

- ~f n X-_M_f 0_ /7 ,-, a . 1 1. . „ .... 



5 K 



Br 



H3CO 
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m* 146-148 °c 
MASS 400(M + ) 

1 H-NMR (400 MHz, CDCU) d; 3.85 (3H, s). 3.89 (3H, s), 

4.47 (2H. d. J = 5.7 Hz), 5.81 (2H, s), 6.15 (1H, s), 

6.23 (1H. t. J = 5.7 Hz). 6.89 (1H. d. J = 8.4 Hz), 

7.19 (1H. dd. J = 8.4. 2.2 Hz). 7.34 UH, d, J = 2.2 Hz), 
7.45 (1H. s) 

mmm 5 5 

2-T^7-5- ?np-N-(3-?oo-4- Lt±2^l2JlM ^lZ2XI K 



0 




mmm 5 3 iw*©^ft^«cfls*tt*«*±fe»*i:tT#y5:o (^93*0 

m& 176-178 °C 
MASS 324(M + ) 

'H-NMR (400 MHz. CDCU) 5; 3.90 (3H. s), 4.50 (2H, d, J = 5. 7 Hz), 
5.54 (2H. s). 6.28 (1H/ s). 6.63 (1H, d. J - 8. 8 Hz), 
6.90 (1H, d. J = 8. 4 Hz). 7.15 (1H. dd. J = 8.4. 2.4 Hz). 
7.21 (1H. dd, J = 8.4. 2.2 Hz), 7.27 (1H, d, J = 2.4 Hz), 
7.36 (1H. d, J = 2.2 Hz) 

mm 5 6 

2-TS7-5- ?po-N-[(2- * h*»>-5- With) lyy? * K 
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N X 0CH a 



Si .6 156-159 °C 
MASS 292 (MH + ) 

'H-NMR (400 MHz. CDCh) d: 3.94 (3H. s). 4.52 (2H. d. J = 5.7 Hz). 
5.54 (2H. s). 6.22 (1H. s). 6.63 (1H. d, J = 8.8 Hz). 
6.75 (1H. d. J = 8.4 Hz). 7.15 (1H. dd. J = 8.8. 2.4 Hz). 
7.25 (1H. dd. J = 2.4 Hz). 7.60 (1H. d d. J = 8. 4. 2.6 Hz). 
8.14 (1H. d. J = 2.6 Hz) 
5 7 



2-T ^ j -N-C3. 4- t f u > Vir* i^K y ^;U)- 5 - h »J 7 jM; o y K * 



F3CO 




K£ 150-153 °C 
MASS 354(M + ) 

'H-NMR (400 MHz, CDC1.) 6; 4.50 (2H. d. J = 5. 7 Hz). 5. 59 (2H. s). 
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5.96 (2H, s), 6.19 (1H, s), 6.66 (1H. d, J = 8.8 Hz). 

6.78 (1H. dd. J =7.9. 0.5 Hz). 6.81 (1H, dd. J = 7.9. 1.5 Hz). 

6.85 (1H. dd, J =1.5. 0.5 Hz), 7.09 (1H. m). 

7.14 (1H. d. J = 2.6 Hz) 

mmm 5 8 

2-TS7-5- ?PP-N-(3-->Ty-4- / h ^ *J )l>) ^>77; K 




3 tmn<Di3ijk-e&&<tit®&&£.®*bL'zfttzo mmoo%) 

Wi& 174-177 °C 
MASS 315(M + ) 

'H-NMR (400 MHz, CDCh) 6 ; 3.89 (3H, s). 4.36 (2H. d. J = 5. 7 Hz), 
6.59 (2H. s), 6.73 (1H. d. J = 8.8 Hz). 
7.17 (1H. dd, J = 8.8. 2.6 Hz). 7.22 (1H. d, J = 8. 6 Hz), 
7.58 - 7.66 (3H. a). 8.89 (1H, t, J =5.7 Hz) 

mmm 5 9 

2-TS7-5- 7p j 6-N-(3-?pp-4- t h ^S/'O <yVT i K 




NHs 



OCH; 
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mmm 5 3 tmm^mvmBit^^m^m^tbxmtco wmw%) 

MA 168-170 °C 
MASS 370(M + ) 

'H-NMR (400 MHz. CDCh) 6: 3.90 (3H. s), 4.49 (2H. d. J = 5. 7 Hz). 
5.56 (2H. s). 6.30 (1H. s). 6.58 (1H. d. J = 8. 8 Hz), 
6.90 (1H, d, J = 8.4 Hz). 7.20 (1H. dd. J = 8. 4, 2.2 Hz). 
7.27 (1H. dd, J = 8.8. 2.2 Hz). 7.35 (1H, d, J = 2.2 Hz). 
7.40 (1H, d. J = 2.2 Hz) 

mmm 6 o 

2-TS7-5- 1 o p-N-(4-? p p-3- J h*'y<yj?)l) Kyyrjj K 



mmm 5 3 fcn*o££?seft*«*tt*±fett*fc lt® tz 0 (^99%) 

MA 162-163 e C 
MASS 324 (M + ) 

'H-NMR (400 MHz, CDCh) 6; 3.91 (3H. s). 4.55 (2H. d, J = 5.7 Hz). 
5.54 (2H, s). 6.31 (1H. s). 6.46 (1H. d. J = 8.8 Hz). 
6.87 (1H. dd. J = 8.1. 1.8 Hz), 6.92 (1H. d, J - 1.8 Hz). 
7.16 (1H. dd. J = 8.8, 2.4 Hz), 7. 28 C1H. d. J = 2. 4 Hz). 
7. 34 (1H. d. J = 8. 1 Hz) 

mmm 6 1 

2-T$7-5- ->T 7-N-(3,4-y ? U > jfjp ^>»vt? K 
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m& 163-166 °C 
MASS 295(M + ) 

] H-NMR (400 MHz, CDCU) d\; 4.49 (2H. d, J = 5.5 Hz). 5.96 (2H. s). 

6.22 (1H, s). 6.40 (1H, m). 6.63 (1H. d. J = 8.6 Hz). 
6.79 (1H. d. J = 8.1 Hz). 6.81 (1H, dd. J = 8.1. 1.3 Hz). 

6.84 (1H, d. J =1.3 Hz). 7.40 (1H. dd, J = 8.1. 1.8 Hz), 
7.65 (1H. d, J = 1.8 Hz) 
6 2 



2-T S y-N-(3-?nn-4- / h^^>i?;l/)-5-^?;^>77 * K 




NHs 



0CH 3 



5 3 k®m<Dij&X'm&<tii®ztfkn&®-£b bxmz 0 mmm%) 

184-186 °c 
MASS 316(MH + ) 

'H-NMR (400 MHz, CDCls) 6 ; 3.90 (3H. s). 4.50 (2H, d, J = 5.7 Hz), 

6.23 (2H, s). 6.47 (1H, m), 6.67 (1H, d, J = 8. 6 Hz). 
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6.92 (1H. d. J = 8.4 Hz). 7.22 (1H. dd. J = 8. 4, 2.2 Hz), 

7.37 (1H. d. J = 2.2 Hz). 7.41 (1H. dd. J = 8.6. 2.0 Hz). 

7. 67 (1H, d. J = 2. 0 Hz) 
6 3 



2-7 S y-N-(3-? gp-4- n^^^>-?;n-5--FoA;> 77 ; K 




M& 194-198 e C 
MASS 336(M 4 ) 

•H-NMR (400 MHz, CDCi 3 ) 6 ; 3.90 (3H. s). 4.53 (2H. d, J = 5.7 Hz). 

6.50 - 6.64 (3H. m). 6.66 (1H. d. J = 9.2 Hz). 

6.91 (1H. d. J = 8.4 Hz). 7.23 (1H. dd. J = 8.4. 2.2 Hz). 

7.38 (1H. d. J = 2.6 Hz). 8.08 (1H. dd. J = 9.2. 2.6 Hz). 

8.34 (1H. d. J = 2.4 Hz) 
6 4 



H 3 C 
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mmms 3 tmmoi5mvmm<t^^un^^tbxm^ (^93*0 

195-199 °C 
MASS 398(MH + ) 

1 H-NMR (400 MHz, CDCls) 6 ; 2. 66 (6H, s), 3.89 (3H. s), 

4.51 (2H. d. J = 5.9 Hz). 6.26 (2H, s). 6.72 OH, d. J = 8.8 Hz). 
6.89 (1H. d. J = 8.4 Hz). 6.89 (1H. t. J = 5.9 Hz), 
7.24 (1H. dd, J = 8.4. 2.2 Hz). 7.39 (1H. d. J = 2.2 Hz), 
7.54 (1H. dd. J = 8.8.. 2.0 Hz). 7.84 (1H, d, J = 2. 0 Hz) 

mm 6 5 

2-T ^ y-N-(3-^ p n-4- ^ h ± i/Ky ^;U)-5-y ± )IX 7 y ^ ArK > V T 
S F 



0 0 




§&& 154-155 °c 
MASS 383(M*) 

1 H-NMR (400 MHz. CDCU) 6 ; 2.57 (3H, d. J = 5.5 Hz), 3.87 (3H. s), 

4.47 (2H, d, J = 5.9 Hz). 4.66 (1H. q, J = 5.5 Hz). 6.26 (2H. s), 

6.68 (1H, d. J = 8.6 Hz), 6.86 (1H. d, J * 8. 6 Hz). 

7.01 (1H, t. J = 5.9 Hz), 7.20 (1H. dd. J = 8.6, 2.2 Hz), 

7.36 (1H, d. J = 2.2 Hz). 7.57 (1H. dd, J = 8. 6. 2.2 Hz). 
7.93 (1H, d. J = 2.2 Hz) 
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6 6 



2-7 $ j -N-(3, tl t k > V***s*yi>n,)-Z-(\- >/ ij ha Kyyri 




Kl.80g ^fh7t KD75>120ml KSjffU0H/<5 2>*A-*-- s K> ( ^- 7jc 

B6.£ 146-147 °C 
MASS 336(M + ) 

'H-NMR (400 MHz, CDC1 3 ) 6 ; 4. 50 (2H. d. J = 5. 7 Hz). 5.65 (2H. s), 
5.95 (2H. s), 6.42 (1H. dd. J = 2.4, 1.8 Hz). 
6.75 (1H. d. J = 8.8 Hz), 6.77 (1H. d. J = 8.2 Hz). 
6.81 (1H. dd. J = 8.2. 1.6 Hz). 6.85 (1H. d. J =1.6 Hz), 
7.41 (1H. dd. J = 8.8. 2.4 Hz). 7.65 (1H. d. J = 1.8 Hz). 
7.69 (1H. d. J = 2.4 Hz). 7.76 (1H. d. J = 2.4Hz) 
6 7 



WO 95/18097 



-12 9- 



PCT/JP94/02262 




163-164 °C 
MASS 338(MH + ) 

1 H-NMR (400 MHz. CDCh) 6 ; 4.51 (2H. d. J = 5.5 Hz). 5.79 (2H, s), 
5.96 (2H. s). 6.48 (1H. s), 6.78 (1H. d. J = 8.2 Hz). 
6.78 OH. d. J = 8.9 Hz). 6.81 (1H. dd. J = 8.2. 1.6 Hz). 
6.85 (1H. d. J =1.6 Hz). 7.41 (1H. dd. J = 8.9. 2.4 Hz). 
7.62 (1H, d. J = 2.4 Hz). 8.03 (1H. s). 8.37 (1H. s) 

mmm 6 8 

2-7;;-H3-^oo-4- / b * is< > 2Al^lkZ I ~ 4 ~ Lt±J^±k2Z 
S F 



0 




2-T ^ J -5- 7'n*-N-(3-^ dd-4- / h 4=- >^ *s f J 1 h* 9 y<>VT 
i K4.67g ^N-yf-;l/-2- t*n «J K >10mlKi§8? U *>T >fk»— 15g £tJD 
X., 180 e CT4 B$|HJ&#Uco ifl/>^T; ftRif^Ti 
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Efl:^<ll.58g *«*fe»*fctTI»fc. (IR*39M) 

184-185 °C 
MASS 346(MH + ) 

'H-NMR (400 MHz, CDCh) 5 ; 3.88 (3H. s). 3.90 (3H. s). 

4.48 (2H, d. J = 5.9 Hz). 6.08 (1H. s), 6.32 - 6.42 (3H. m), 
6.91 OH, d, J = 8.4 Hz), 7.21 (1H. dd. J = 8.4. 2.2 Hz), 
7.36 (1H. d, J = 2.2 Hz). 7.59 (1H. s) 

mmm 6 9 

7-T$7-4- 7D^-N-q4-^f l/>^t^-X>-?;l) ^V^>KDv 



NH 2 




1-TlJ-A- ^n^y^KU >0.35g *N. N-y y f***A7 $ KBOilfc 
MS-fr, 60%7jc^fb-7-h'J^A0.29g jDi, M-C453- «»tfc 0 f^n- 
A^n.J K0.29g *»AIC, M? 4 *H flffLfc. Eft«K***Jn;U 
Mx**?ttHiLfc. 4TM«1N- &«iKV* % tJc. ftft*&*T 

L/c 0 »&n«H»*n-^**>-Cft*LaEfl:*«0.25g **»fe»*tbT 
f#/c 0 (IR$46%) 
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M& 151-153 °C 
MASS 361 (MH + ) 

'H-NMR (400 MHz. CDCU). 5: 4.08 (2H, s). 4.63 (2H,s). 5.26 (2H. s). 
5.95 (2H. s), 6.50 (1H. d, J = 8. 6 Hz), 6.76 - 6.79 (3H. m), 
7.28 (1H, d. J = 8.6 Hz) 

mmm i o 

8-T S y-5- 7'o ; e-N-(3. 4-^ U >^^4-->^>^;l/)-l,2,4-x h ? b Ko 
-1- 4 *JJtl 'J > 



151-153 °c 
MASS 361 (MH + ) 

1 H-NMR (400 MHz. CDCU) 6 ; 2.94 (2H. t. J = 6.6 Hz). 

3.40 (2H. t. J = 6.6 Hz). 4.63 (2H. s). 5.94 (2H. s). 6.18 (2H, s). 

6.46 (1H, d. J = 8.8 Hz). 6.75 (1H, dd. J = 7.9. 0.5 Hz), 

6.78 (1H. dd. J - 7.9. 1.2 Hz). 6.82 (1H. dd. J = 1.2, 0.7 Hz). 
7. 30 (1H. d. J = 8. 8 Hz) 

mmm 1 1 

l-[[4-?gp-2-[(3,4- tf-uy to) tijl^tjjl] j xz.fr] 
ftfr;<*:>( ;l/]-4-fc Fa^'>^'J *Jy 
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>0.5 g> e^Di^.T5>0.42iU 1.8-*J/*D^+S/***#j;-f $ F 0.38g, 
1-t Kn + ^>7 h 'JT-/-AC25I , 4-^fA75; f U ^>25mg£N, H- 
^ m * A75 K8ml *«81*IM*Lfc. K«*K*. ftgx 

**«n***ft«iHLfc. vu«»iu in- *, fcfumw*. ;jc, 

*-80 : 1 ) T*«Lfc. #6n*M*n-^**>- B»x^^T»AYk$^ 
$53%) 

it£ 151-155 C C 
MASS 432(MH + ) 

'H-NMR (400 MHz. CDCb) 6: .56 (2H. ■>. 1.74 (IH.nO. 1.95 (2H. m ). 
3.21 (2H. ddd. J = 13.6. 9.3. 3.3 Hz). 3.83 - 3.97 (3H. m). 
4.47 (2H. d. J = 5.7 Hz). 5.96 (2H. s). 6.87 (1H. dd. J=7. 9. 0.5 Hz). 
6.81 (1H. dd. J = 7.9. 1.6 Hz). 6.85 (1H. dd. J = 1.6. 0.5 Hz). 
7.03 (1H. t. J = 5.7Hz). 7.25 (1H. dd. J = 9.2. 2.4 Hz). 



WO 95/18097 - 1 3 3 - PCT/JP94/02262 

7.33 (1H. d, J = 2.4 Hz), 8.21 (1H. d. J = 9.2 Hz). 10.57 (1H. s) 

mmm 1 2 

l-[ [4-7*^-2- [(3, 4- /?U>if**i"<yi?Jl) )l] 7i^] 



0 




1-[(4-7*d^-2- J])l'<*:>( Ji] b^V ^>-4- t>A,tf 

>^x^;l/x^^;n.2g. \ZKu—)lj I >0.56mk 1. 3-^-> ? )l 
tf'iM i K 0.68g, 1-t Ko + ^>7 h 'jyy-;U0.45g . 4-i?yf^7 ^ J 
tf'J ^>MIia,N-^yf/l/tJl/A7 $ KlOmllCjfJD^U ^ST^OBflfiift L/c 0 

sc&^ktk, siiex^;u^iinx.^^^sijb/co w®jf£#stu in- mm, 

ft^«1.27g *efe»5fcfcLT»fc 0 (IR¥77H) 
St* 156-159 °C 
MASS 532(MH + ) 

'H-NMR (400 MHz. CDC1,) 5;1.27 (3H. t. J = 7. 1 Hz). 1.75 (2H. m). 
1.99 (2H. m). 2.52 OH, m). 3.05 (2H, m). 4.09 (2H. m). 
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4.16 (2H. q. J = 7.1 Hz). 4.47 (2H. d. J = 5. 7 Hz). 5.97 (2H. s), 

6.79 (1H. dd, J = 8.1. 0.5 Hz). 6.82 (1H. dd. J = 8. 1. 1. 5 Hz). 

6.85 C1H. dd. J = 1.5. 0.5 Hz). 6.89 (1H. t. J = 5.7Hz), 

7.39 (1H. dd. J = 9.0. 2.4 Hz). 7.46 (1H. d. J = 2. 4 Hz). 

8.19 (1H. d. J = 9.0 Hz). 10.57 (1H. s) 

mmm 1 3 

1-[[4-?p p-2-[(3- ?pp-4- nt'^>^) *JW<*±)1} 7 X -;M 



0 




>0.5g N 3-^pp-4- n + i/^-;;|,7;>MI0.7g > l.S-i?J/^ n^+i/ 
**;H?JM$ F 0.38g, l-tKD + ^>7h'j7<;-M25g , 4-5>*f-* 
TSy eu^>25mg. h 'Jif^T; >0.47ml^N-^^;l>*;UAT$ K8ml 

m^iu in- 7jc, mmmw*, *M&*tt*-e*»u * 

^ D7|v ^^ - **y-;U=30 : 1 ) L 

tc 0 #bn5ga$n-^t>- MxfATMftil **x.9j-A,fr<o 
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173-174 (#8?) °c 
MASS 452(MH + ) 

•H-NMR (400 MHz, DMS0-d 6 ) 6; 1.33 (2H. ra). 1.76 (2H. m). 
3.11 (2H. ddd. J = 13., 9.5. 3.1 Hz). 3.64 - 3.78 (3H. m). 
3.84 (3H. s). 4.40 (2H. d. J = 5.7 Hz), 4.46 (1H. d, J = 4.2 Hz), 
7.11 (1H. d. J = 8.6 Hz). 7.28 (1H. dd. J = 8. 6. 2.2 Hz). 
7.41 (1H. d. J = 2.2 Hz). 7.50 (1H. dd, J = 9.2. 2.6 Hz). 
7.82 (1H. d. J =2.6 Hz), 8.32 (1H. d. J = 9.2 Hz), 
9.37 (1H, t, J =5.7 Hz), 11.02 (1H. s) 

mmm 1 4 

l-[[2-[(3-?oo-4- * Y*-y<yi?)l) tiJl'**:^ )l]-A-i/T J 7 



0 




194-196 °C 
MASS 4 4 3 (MH + ) 

1 H-NMR (400 MHz. DMS0-d 6 ) .5; 1.35 (2H. m), 1.77 (2H, m). 3.16 (2H, ra). 
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3.64 - 3.80 (3H. m), 3.84 (3H, s), 4.42 (2H. d. J = 5.5 Hz)! 
4.77 OH. d. J = 4.2 Hz). 7.11 (1H, d. J = 8. 4 Hz). 
7.29 (1H. dd. J = 8.9. 2.0 Hz). 7.43 (1H. d. J = 2. 0 Hz). 
7.86 (1H. dd. J = 9.0. 1.6 Hz). 8.24 (1H. d. J = 1.6 Hz). 
8.49 (1H. d. J = 9.0 Hz). 9.42 (1H. in). 11.47 (1H. s) 
7 5 




0CH3 



C0 2 Bt 



>****x**;U.0g. 3-*no- 4 - h*Wj» 7 I >ig®iSo. 78g , l. 
3-^* u^^^jj * y o.57g, l-h Kn + ^> 7 h .;t</-,M). 
^A-9^j, T lj^^jy mm ^ M*?^T*>o.52«d1*N.N-^ 
****** K8ml (Cfin^. *a?86*m*Lfc. KBttic*, ftixf;^ 
******** Lfc. U 1N - ^ ^ ^ ^ 

****** U l*W7r*^Amifc, HKMETTliU ^ 
1 ) ?**Lfc 0 ibn5@ft$x-f^WliiK M , i00g 
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M* 172-174 e C 
MASS 554(MH + ) 

1 H-NMR (400 MHz, CDCh) 6 ; 1.27 (3H, t, J = 7. 1 Hz), 1.75 (2H, m). 
1.99 (2H, m), 2.52 (1H, n). 3.05 (2H, m). 3.91 (3H. s). 4.08 (2H. id). 
4.16 (2H. q. J = 7. 1 Hz). 4.47 (2H, d, J = 5.7 Hz). 
6.92 (1H. d, J = 8.4 Hz). 7.22 (1H. m). 

7.22 OH, dd. J = 8.4. 2.2 Hz). 7.33 (1H. dd. J = 9.2. 2.4 Hz). 
7.41 (1H. d. J = 2.2 Hz). 7.45 (1H. d. J = 2. 4 Hz). 
8.10 (1H. d. J = 9.2 Hz). 10.53 (1H. s) 

mmm 1 6 

5-?an-N-(3-?np-4- t h * y< > ^;U)-2~( b'^< U "J J Tjfe 9 I. F) ^ 
>77 ^ K 



0 




5-?nn-2- ^nnT-fcr^i F-N-(3-? n n-4- n + ^^^/L-) KyvT 
I F0.7g, t'^'J ^>0.51mk faktimti »J AO. 72g ^ 3 >Wfcf h yn-Zf1->l 
7>^-t7A|tiii^N,N-yyf/l/*^A7; F6ml IZtox., ^iSTl.5 tttBIJf 
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(IR^48%) 
14.6 126-129 °C 
MASS 450(MH + ) 

'H-NMR (400 MHz,CDCl 9 )d> ; 1.42 - 1.50 (2H. m), 1.66 - 1.74 (4H, m), 
2.46 - 2.56 (4H, m). 3.07 (2H. s), 3.90 (3H, s). 
4.53 (2H. d. J = 5.7 Hz), 6.62 (1H. t. J = 5.9 Hz). 
6.89 (1H. d. J = 8.4 Hz). 7.20 (1H. dd, J = 8. 4. 2.2 Hz). 
7.32 (1H. dd. J = 9.0. 2.0 Hz). 7.36 (1H. d. J = 2.2 Hz). 
7.40 (1H. d. J =2.4 Hz). 8.49 (1H. d. J = 9. 0 Hz). 11.52 (1H. s) 

5-?na-N-(3-?qp-4- / ht->^>^;[/)-2-( go ij ^; 7tj , ? K> ^ 
>77 ; K 



0 




mmm2 4 ^m^m-vmmt^m^n^^ xi,tLxmz 0 mm 

Bfc.S 98-1 OO'C 
MASS 436(MH + ) 
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1 H-NMR (400 MHz. CDCU) <5 : 1.81 - 1.92 (4H. m), 2.61 - 2.72 (4H. m). 
3.28 (2H. s). 3.89 (3H, s). 4.49 (2H. d. J = 5. 9 Hz). 
6.88 (1H. d. J = 8.4 Hz), 6.89 (1H. t. J = 5. 9 Hz). 
7.19 (1H. dd. J = 8.4. 2.2 Hz). 7.27 (1H. dd. J = 9. 0. 2.4 Hz). 
7.35 (1H. d. J = 2.2 Hz). 7.41 (1H. d. J =2.4 Hz). 
8.42 (1H. d. J = 9.0 Hz). 11.49 (1H. s) 

mmm 7 8 

5-^oo-N-(3.4-yf-lx>^^-^'>^>^^)-2-( V°A2J-1±*JUD. K 
y~J7 I K 



0 




%) 

f&& 136-141 e C 
MASS 444(MH + ) 

•H-NMR (400 MHz. CDCla) 5 ; 1.40 - 1.48 (2H. m). 1.56 - 1.64 (4H. in). 

2.44 (4H. s). 2.56 (2H. t. J = 7. 0 Hz). 2.70 (2H. t. J = 7. 0 Hz). 

4.48 (2H, d. J = 5.7 Hz). 5.97 (2H. s). 6.26 (1H. m). 

6.78 (1H. d. J = 7.8 Hz). 6.80 (1H. d. J =7.8 Hz). 6.83 (1H. s). 
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7.35 (1H. dd. J = 9.0, 2.4 Hz). 7.40 (1H. d. J = 2.4 Hz). 
8.31 (1H. d. J = 9.0 Hz). 11.03 (1H. s) 

mmm 1 9 

5-^o-N-(3,4-^l/>m^> S?*)-2-(4- b'^ D V> J -f*f- \) jit i 

J) <yvri K 



0 




an 

121-122 °c 

MASS 458 (MH + ) 

'H-NMR (400 MHz.CDCl,)S; 1.37 - 1.45 (2H. m). 1.51 - 1.59 (4H. m). 

1.91 (2H. quintet. J = 7.5 Hz). 2.31 - 2.46 (8H.m). 

4.50 (2H. d. J = 5.7 Hz). 5.98 (2H. s). 6.43 (1H. m). 

6.78 - 6.85 (3H. in). 7.39 (1H. d. J = 2. 6 Hz). 

7.39 (1H. dd. J = 9.7. 2.6 Hz). 8.56 (1H. d. J = 9.7 Hz). 

10.96 (1H. s) 
fjfiSfll 8 0 

N-(3- ?pd -4- y h*^>^;t,)-5-->Ty-2-(^y^3?-y j jit * 
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0 




2-7;;-N-(3-?od-4- y h y ^;l/)-5-'>T J Ky-J7 I KO. 33g £ 

b e U^>5mi rJ«IMU:o ^y-3f;>f;^oiJ KttBMfi0.2g*tn;U 

(IR^64%) 

N£ 243-245 °C 
MASS 421 (MHO 

'H-NMR (400 MHz. DMS0-d 6 ) 6 ; 3.83 (3H. s). 4.47 (2H. d.. J = 5.7 Hz). 
7.32 (1H. dd. J = 8.4. 2.2 Hz). 7.46 (1H. d. J =2.2 Hz), 
7.79 - 7.83 (2H. ra), 8.06 (1H. dd. J = 8.8. 1.8 Hz). 
8.40 (1H. d. J = 1.8 Hz). 8.77 (1H. d. J = 8.8 Hz). 
8.84 - 8.88 (2H, ra). 9.56 (1H. t, J = 5.7 Hz). 12.90 (1H. s) 

mmm 8 1 

5-yn^e-N-(3-^ QP-4- ^ h^^>^^)-2-( ±2-=i2l-ldAlAJJ. 
^>77; F 
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0 




mmm 2 s tmmoumrmBit^^^^^ t lt#^ 0 wm75%) 

HjA 190-192 °C 
MASS 476(MH + ) 

'H-NMR (400 MHz, CDCU) 6; 3.90 (3H. s), 4.57 (2H. d, J - 5.7 Hz). 
6.70 (1H. t. J = 5.7 Hz). 6.92 (1H. d. J = 8.4 Hz), 
7.23 (1H. dd. J = 8.4. 2.2 Hz). 7.40 (1H. d. J =2.2 Hz). 
7.64 (1H. dd. J = 9.3, 2.2 Hz). 7.65 (1H. d. J = 2.2 Hz), 
7.83 - 7.87 (2H. m), 8.72 (1H. d. J = 9.3 Hz). 8.81 - 8.85 (2H. m). 
12.33 (1H, s) 

nmm 8 2 

5-7p^-N-(3-?pp-4- / h^->^>^;U)-2-( >fyzjf J 4 )IT I J)- 
4-^ V*yKy»jT i K 



0 
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nmm2 8 tra»©^feT«Efk^«*efe«-tt*tbT»fc. or*4om) 

252-253 cam) °c 

MASS 506CMH*) 

1 H-NMR (400 MHz. DMS0-d 6 ) 6 ; 3.83 (3H. s). 3.95 (3H, s), 
4.45 (2H. d. J = 5.7 Hz). 7.11 (1H. d. J = 8. 6 Hz). 
7.30 (1H, dd. J = 8.6. 2.2 Hz). 7.42 (1H. d. J =2.2 Hz). 
7.80 - 7.84 (2H. m). 8.24 (1H. s). 8.55 (1H. s), 8.84 - 8.88 (2H. m). 
9.39 (1H, t. J = 5,7 Hz). 13.26 (1H. s) 

mmm s 3 

N-(3- ?no-4- i b^-/^<>y;l/)-5->7;-2-U V- J <4 )IT i J )- 
4-j* h»'>^>7T $ K 



0 




262-267 (#8?) °C 
MASS 451 (MH + ) 

'H-NMR (400 MHz. DMSO-d.) 6 ; 3.83 (3H. s). 4.00 (3H. s). 
4.46(2H. d. J = 5.7 Hz). 7.11 (1H. d. J = 8.6 Hz). 
7.31 (1H. dd. J = 8.6. 2.2 Hz). 7.44 (1H. d. J =2.2 Hz). 
7.81 - 7.84 (2H. m). 8.40 (1H. s). 8.60 (1H. s). 8. 85 - 8.90 (2H. ra). 
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9.42 (1H. t. J = 5.7 Hz). 13.48 (1H, s) 
5-7* o 3r-2-U 2 = J ^ ^ ± !kZ > ^ * h ± '>-N-(3, 4- ^ f- U > t 



0 




249-254 (#JS?) °C 
MASS 484(MH + ) 

'H-NMR (400 MHz, DMS0-d 6 ) 5 ; 3. 94 (3H. s). 4.42 (2H. d, J = 5. 7 Hz). 
5.98 (2H. s). 6.83 (1H. dd. J = 8.0. 1.3 Hz). 
6.86 (1H. dd. J = 8.0. 0.4 Hz). 6.94 (1H. dd. J = 1.3. 0.4 Hz). 
7.80 - 7.84 (2H. m). 8.24 (1H. s). 8.55 (1H. s). 8.83 - 8.88 (2H. in). 
9.36 (1H. t. J = 5.7 Hz). 13.32 (1H. s) 

mm 8 5 

>77 * K 
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0 




mmm 2 8 tmm®io&x&B<t4t®&Mn&tttfi& t bxnt^o (^49%) 

207-211 e C 
MASS 454(MH + ) 

•H-NMR (400 MHz, DMSO-cU) 6 ; 4.42 (2H, d, J = 5. 7 Hz). 5.98 (2H, s), 

6.83 (1H. dd, J = 7.9, 1.5 Hz). 6.86 (1H. d. J = 7. 9 Hz). 
6.95 (1H, d. J = 1.5 Hz). 7.75 - 7.83 (3H. m). 

8.10 (1H, d. J = 2.2 Hz). 8.53 (1H. d. J = 9.0 Hz), 

8.81 - 8.87 (2H. m), 9.48 (1H. t. J = 5.7 Hz). 12.61 (1H. s) 

mmm s 6 

N-(3- ? o p-4- y h^r^>^;i/)-5-V7;-2-[( h ? >X~4- J is 9 



0 
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2-T $ y-N-(3-^ □ 0-4- y F^^^>i?^)-5->7M>77; KO. 5g£ t° 

n»J K0.33g tVirua/fymi I'JifUcS^ rtfiMCC^Ig^tt^ J;. 
^^Ttfco 2 ^P5^^, £J£${C7f<7.K£JtlIJ/U Siif;l/t'iffiLf: 0 :fr 

u- mm-, ^dd^> y^y-^-ioo: i ) -erast/co it***; 

16* 183-184 °C 
MASS 451 (MH + ) 

'H-NMR (400 MHz.CDCl 3 )S ; 1.54 - 1.75 (4H. m). 2.08 - 2.16 (2H. m). 
2.20 - 2.28 (2H. m), 2.39 (1H. m). 2.51 (1H, ■). 3.91 (3H. s), 
4.53 (2H, d. J = 5.7 Hz). 6.92 (1H. t. J = 5. 7 Hz). 
6.93 (1H. d. J = 8.4 Hz). 7.22 (1H. dd. J = 8.4. 2.2 Hz). 
7.39 (1H. d. J = 2.2 Hz). 7.70 (1H. dd. J = 8.0. 2.0 Hz). 
7.86 (1H. d. J =2.0 Hz). 8.79 (1H. d, J = 8.8 Hz). 11.57 (1H. s) 

mmm 8 1 

5-7ng-2-[( h5>x-4- i sT2J>L2-E^±±yA]kM=^kl ZJLZHH3 . 
4-y ^vy'Jir^^^yV)^ ^>> 77 ; K 



0 
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M£ 147-149 °c 
MASS 484(MH + ) . 

■H-NMR (400 MHz. CDC1 3 ) <5 ; 1.54 - 1.73 (4H, in). 2.07 - 2.14 (2H. m), 
2.19 - 2.27 (2H. m), 2.35 (1H. m). 2.50 (1H. m). 
4.51 (2H. d. J = 5.5 Hz). 5.98 (2H. s). 6.47 (1H. m). 6.80 (2H. s). 
6.84 (1H. s). 7.55 (1H, dd, J = 9.5, 2.2 Hz). 
7.55 (1H. d. J =2.2. Hz). 8.52 (1H. d. J = 9.5 Hz). 11.13 (1H, s) 

2-[[( h? >X-4-(T-tr h*i/) is? T i J ]-N-(3- 

?do-4- / h^^>S?;l/)-5-^7;^>77; K 



0 




194-196 °C 
MASS 484(MH + ) 

1 H-NMR (400 MHz, CDCl 3 )d : 1.39 - 1.50 (2H. m). 1.62 - 1.74 (2H. m). 
2.05 (3H. s). 2.05 - 2.15 (4H. m). 2.34 (1H. tt. J = 11.7. 3.3 Hz). 
3.91 (3H. s). 4.54 (2H. d, J = 5.9 Hz). 
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4.73 (1H. tt. J = 11.0. 4.0 Hz). 6.82 (1H. t. J = 5.9 Hz). 
6.93 (1H. d, J = 8.4 Hz). 7.23 (1H. dd. J = 8.4. 2.2 Hz). 
7.40 (1H. d. J = 2.2 Hz). 7.70 (1H. dd. J = 8.8. 2.0 Hz). 
7.83 (1H. d. J =2.0 Hz). 8.81 (1H. d. J = 8.8 Hz). 11.47 (1H. s) 
SUM 8 9 

5-^ d o-N-(3, 4-y f 1/ > ^tt -^^)-2-[( h 7 >X-4- tf^'j 2 J h 



0 




MS 162-163 °c 
MASS 498 (MH + ) 

'H-NMR (400 MHz.CDCls)5; 1.29 - 1.48 (4H. ■). 1.50 - 1.63 (6H. m). 
2.00 (2H. m). 2.10 (2H. n). 2.22 (1H. m). 2.32 (1H. m). 
2.46 - 2.58 (4H. ■). 4.51 (2H. d. J = 5. 7 Hz). 5.97 (2H. s). 
6.51 (1H. t. J = 5.7 Hz). 6.77 - 6.85 (3H. m). 
7.38 (1H. dd. J = 8.6. 2.6 Hz). 7.39 (1H. d. J =2.6 Hz). 
8.57 (1H. d. J = 8.6 Hz). 10.94 (1H. s) 
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mmm 9 0 

N-(3- ? 004-y h^'>^>^;l/)-5-'>T7-2-[C h5>^-4- faT^'J^y-> 



0 




NA 215-218 (#8?) 'C 
MASS 509(MH + ) 

J H-NMR (400 MHz.CDCl 3 )5; 1.31 - 1.48 (4H, m). 1.51 - 1.64 (4H. m). 

2.01 (2H. m). 2.11 (2H. m). 2.22 - 2.38 (2H. m). 2.48 - 2.56 (4H, m). 

3.91 (3H. s). 4.54 (2H. d. J = 5.7 Hz). 6.71 (1H. t. J = 5.7 Hz). 

6.93 (1H. d. J = 8.4 Hz). 7.22 (1H. dd. J = 8.4. 2.2 Hz). 
7.40 (1H, d, J = 8.8, 2.0 Hz). 7.79 (1H. d, J = 2. 0 Hz). 
8.81 (1H. d, J = 8.8 Hz), 11.34 (1H, s) 

mmm 9 1 

N-C3- goo-4- ^^^>^^)-5->7;-2-[[(h7>X-Hxf^->i; 

A^=ji) y>? a ^ * *y y -ft )V T_jyJ ovn K 
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0 




2-7U-N-(3-^dd-4- n + M>^)-5-i/ 7 ^>775 Kl.2g£b° 
»Ji>>l<tali::**L**Lfc 0 h7>x-4-(x^^A^) i/^o^if 
>^;^-;^o.; Kl.0g£^DD^> 2m l |*|^10'C 

%) 

153-155 e C 
MASS 498 (MH + ) 

'H-NMR (400 MHz,CDCl 3 )d; 1.26 (3H. t, J = 7. 1 Hz). 1.46 - 1.64 (4H, «n), 
2.05 - 2.19 (4H. m). 2.28 - 2.38 (2H. id). 3.91 (3H. s). 
4.14 (2H. q. J = 7.1Hz). 4.54 (2H. d. J = 5.7 Hz). 
6.82 (1H. t. J = 5.7 Hz). 6.93 (1H. d. J = 8. 4 Hz).. 
7.23 (1H. dd. J = 8.4. 2.2 Hz), 7.40 (1H. d. J = 2.2 Hz). 
7.69 (1H. dd. J = 9.0. 1.8 Hz). 7.83 (1H. d. J = 1.8 Hz). 
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8.81 (1H. d. J = 9.0 Hz), 11.45 (1H. s) 

mmm 9 2 

N-(3- 7QP-4- ^t->^>^^)-2-[[( F7>X-4-(x^->^^^il/ ) 



mmmv 1 tmm®i5mvm&<t&®*m%&®*bLxmzo («x^6i%) 

166-169 °C 
MASS 518(MH + ) 

1 H-NMR (400 MHz,CDCl 3 )<5 ; 1.27 (3H. t. J = 7. 1 Hz). 

1.47 - 1. 66 (4H. m). 2.07 - 2.20 (4H. m). 2.29 - 2.40 (2H, m). 

3.91 (3H. s). 4.14 (2H. q. J = 7.1Hz). 4.57 (2H. d. J = 5.7 Hz). 

6.79 (1H. t. J = 5.7 Hz). 6.93 (1H, d. J = 8. 4 Hz). 
• 7.24 (1H. dd. J = 8.4. 2.2 Hz). 7.41 (1H. d. J = 2.2 Hz). 

8.30 (1H. dd. J = 9.3. 2.6 Hz). 8.39 (1H. d. J = 2. 6 Hz). 

8.88 (1H. d, J = 9.3 Hz). 11.64 (1H. s) 
mMM 9 3 

5-?pp-N-(3-?pp-4- y h^^ / Q'^;U)-2-[[( h y >X-4-Q Y^isti 
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0 




122-125 °C 
MASS 507(MH + ) 

'H-NMR (400 MHz.CDCU)*; 1.26 (3H, t, J = 7. 1 Hz). 1.43 - 1.63 (4H. n>). 

2.06 - 2.14 (4H, m). 2.24 - 2.36 (2H. m). 3.91 (3H. s), 

4.13 (2H. q. J = 7.1Hz). 4.52 (2H. d. J = 5.7 Hz). 

6.67 C1H. t. J = 5.7 Hz). 6.92 (1H. d. J = 8. 4 Hz). 

7.21 (1H, dd. J = 8.4. 2.2 Hz). 7.37 (1H. d. J = 2.2 Hz). 

7.38 (1H. dd. J = 9.0. 2.4 Hz). 7.42 (1H. d. J = 2. 4 Hz). 

8.55 (1H. d. J = 9.0 Hz). 10.99 (1H. s) 
Mt&@l 9 4 

5-^p a -2-[[(h5>X-4-CxN ^^^^^^ ^n^^>ft,^^ 



WO 95/18097 



-15 3- 



PCT/JP94/02262 



0 




S ^ S 'C0 I Bt 

m* 141-144 °c 
MASS 474(MH + ) 

'H-NMR (400 MHz.CDCl 3 )5; 1.26 (3H, t. J = 7. 1 Hz), 1.45 - 1.63 (4H, m), 
2.04 - 2.18 (4H, m). 2.24 - 2.36 (2H. m), 3.94 (3H. s). 
4.14 (2H. q. J = 7.1Hz). 4.54 (2H. d. J = 5.7 Hz). 
6.55 (1H. t. J = 5.7 Hz). 6.76 (1H. d. J = 8. 6 Hz). 
7.39 (1H. d. J = 2.4 Hz). 7.40 (1H. dd. J = 9.7. 2.4 Hz). 
7.59 (1H. dd. J = 8.6. 2.6 Hz). 8.16 (1H. d. J = 2. 6 Hz). 
8.58 (1H. d, J = 9.7 Hz), 10.98 (1H, s) 

nmm 9 5 

5-?np-N-(3-'>Ty-4- y h^->^>^;l/)-2-[[( h5>X-4-(xh^->^ 
;Ufrtr.;u) a^-V-ytj Jltf-fr) YiJ] OVY i K 



WO 95/18097 - 1 5 4 - PCT/JP94/02262 



0 




mmm 9 1 t mm® jj&?m&<t<&® bxmz a wmw%) 

16.6 157-160 °C 
MASS 496(MH + ) 

'H-NMR (400 MHz.CDCl 3 )5; 1.26 (3H, t. J = 7. 1 Hz). 1.44 - 1.62 (4H. m). 
2.03 - 2.17 (4H. ra). 2.24 - 2.36 (2H. m). 3. 94 (3H. s), 
4.13 (2H. q. J = 7.1Hz). 4.55 (2H. d. J = 5. 9 Hz). 
6.85 (1H. t. J = 5.9 Hz). 6.98 (1H. m). 
7.39 (1H. dd. J =9.0. 2.4 Hz). 7.44 (1H. d. J = 2. 4 Hz). 
7.53 - 7.58 (2H. m). 8.56 (1H. d. J = 9.0 Hz). 11.00 (1H. s) 

nmm 9 6 

5-?nn-N-(4-?on-3- ^^^>^)-2-[[( H^-HxF^^ 



0 




WO 95/18097 



-15 5- 



PCT/JP94/02262 



nmms 1 tmmoiimvm^it^^&^^tbrmtz 0 (n»83%) 

167-168 °c 
MASS 507(MH + ) 

! H-NMR (400 MHz.CDCl 3 )5; 1.26 (3H. t. J = 7. 1 Hz). 1.44 - 1.64 (4H. m). 
2.04-2.18 (4H. ra), 2.25 - 2.36 (2H. m). 3.92 (3H. s), 
4.13 (2H, q. J = 7.1Hz). 4.58 (2H. d. J = 5.7 Hz), 
6.54 (1H, t, J = 5.7 Hz). 6.88 (1H. dd. J = 8. 1. 1.6 Hz). 
6.91 (1H, d, J = 1.6. Hz). 7.36 (1H, d. J = 8.1Hz). 
7.42 (1H. d. J = 2.2 Hz). 7.42 (1H. dd. J = 9. 5. 2.2 Hz). 
8.60 (1H. d. J = 9.5 Hz). 10.99C1H. s) 

mmm 9 7 



0 




m& 160 (#«?) 8 c 

MASS 583(MH + ) 

'H-NMR (400 MHz.CDCl 8 )d; 1.26 (3H. t. J = 7.1 Hz). 1.46 - 1.65 (4H. m). 
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-15 6- 
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2.08 - 2.16 (4H. a). 2.27 - 2.37 (2H. m). 3.91 (3H. s). 3.95 (3H. s), 
4.13 (2H. q. J = 7.1Hz). 4.51 (2H. d. J = 5. 5 Hz), 
6.41 (1H, t. J = 5.5 Hz). 6.92 (1H. d. J = 8. 4 Hz). 
7.21 (1H. dd. J = 8.4. 2.2 Hz). 7.37 (1H. d. J = 2.2 Hz). 
7.61 (1H. s). 8.52 (1H. s). 11.620H. s) 
Mt&m 9 8 

5-7n^-N-(3-?op-4- t Y*i"<yi?)\,)-2-l[(i h7>X-Hxh^^ 



i&* 171-173 °C 
MASS 553(MH + ) 

'H-NMR (400 MHz. CDCl 3 )d ; 1.26 (3H. t. J = 7. 1 Hz). 1.43 - 1.62 (4H. m). 
2.03 - 2.16 (4H. m). 2.24 - 2,35 (2H. m). 3.90 (3H, s). 
4.13 (2H. q. J = 7.1Hz). 4.52 (2H. d. J = 5.7 Hz). 
6.79 (1H. t. J = 5.7 Hz). 6.91 (1H. d. J = 8. 4 Hz). 
7.21 (1H. dd. J = 8.4. 2.2 Hz). 7.37 (1H. d. J = 2.2 Hz). 
7.50 (1H. dd. 9.0. 2.4 Hz). 7.57 (1H. d. J = 2. 4 Hz). 



0 
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-15 7- 
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8.47 (1H. d. J = 9.0 Hz), 11. 01 OH. s) 

mmm 9 9 

N-(3- 7 a a-4- n^^>^;l/H->7;-2-[[(h7>X-4-Uh^^i7 



0 




Bfe.£ 193-195 °C 
MASS 526(MH + ) 

•H-NMR (400 MHz.CDCl 3 )<5 ; 1.26 (3H, t, J = 7. 1 Hz). 1.46 - 1.65 (4H. m). 
2.06 - 2.19 (4H, m), 2.28 - 2.39 (2H, in). 3.91 (3H. s). 3.98 (3H. s), 
4.14 (2H. q. J = 7.1Hz). 4.51 (2H. d. J = 5.7 Hz). 
6.66 (1H. t. J = 5.7 Hz). 6.93 (1H. d. J = 8. 6 Hz). 
7.22 (1H. dd. J = 8.6. 2.2 Hz), 7.39 (1H. d. J = 2.2 Hz), 
7.75 (lH.s), 8.58 (1H, s). 11.920H. s) 

mmm 1 o o 

N-(3- 7po-4- y h^->^>^;b)-5-^yf-;U^;U7 T^^;t/-2-[[(h5 > 



WO 95/18097 



-15 8- 
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0 




MM 197-198 °C 
-MASS 580(MH*) 

'H-NMR (400 MHz,CDCl,)S; 1.27 (3H, t. J = 7. 1 Hz), 1.47 - 1.65 (4H. m). 

2.06 - 2.19 (4H. in). 2.29 - 2.39 (2H. ■), 2.67 (6H. s). 3.90 (3H. s). 

4.14 (2H. q. J = 7.1Hz). 4.56 (2H, d. J = 5.9 Hz). 

6.90 (1H. d. J = 8.4 Hz). 7.26 (1H. dd. J = 8.4. 2.2 Hz). 

7.32 (1H. t. J = 5.9 Hz). 7.42 (1H. d. J = 2.2 Hz). 

7.79 (1H. dd. J = 9.0. 2.2 Hz). 7.99 (1H. d. J = 2.2 Hz). 

8.88 (1H. d. J = 9.0 Hz). 11.63 (1H. s) 
^ftfeflj 1 0 1 

N-(3- ?nn- 4 - y h * js< y ^)- 2 -f f ( >*-4-(x h*i/**#- 
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0 0 




\^ V/,// C0 2 Et 



mmW9 1 fcH«©^*T*Eft^»*fi'i6»*fc'bT#*:-i ($$44*0 
190-191 °C 
MASS 566(MH + ) 

•H-NMR (400 MHz,CDCl 3 )<5 ; 1.27 (3H, t. J = 7.1 Hz)! 1. 46 - 1.65 (4H. n). 
2.06 - 2.18 (4H. m). 2.29 - 2.39 (2H, m). 2.61 (3H. d, J = 5.3 Hz). 
3.89 (3H. s), 4.14 (2H, q. J = 7.1Hz), 4.53 (2H. d. J = 5. 9 Hz). 
4.65 (1H. q, J = 5.3 Hz). 6.89 (1H. d. J = 8. 6 Hz). 
7.20 (1H. t. J = 5.9 Hz). 7.23 (1H. dd. J = 8.6. 2.2 Hz). 
7.40 (1H. d, J = 2.2 Hz), 7.84 (1H. dd, J = 9.0, 2.2 Hz). 
8.03 (1H. d. J = 2.2 Hz). 8.83 (1H. d. J = 9.0 Hz). 11.58 (1H. s) 

nmm 1 o 2 

2-[[( F7>x-4-(xF^i/»^^) j; fa^^y jjjitf-jj,) TiJ ] 
-N-C3.4- yfl/>^t^^^>^;D-5-(l- e^/Ufr) Kyyri K 



WO 95/18097 - 1 6 0 - ~™ 

1 0 u PCT/JP94/02262 



0 0 




mmm-8 e t®®<DzmTmm<t4t®z&&®*t lt#*: 0 wm*5K) 

197-201 °C 
MASS 519(MH + ) 

'H-NMR (400 MHz.CDCl 3 )<5; 1.27 (3H. t. J = 7. 1 Hz). 1.46 - 1.66 (4H. .). 
2.08 - 2.18 (4H, m). 2.27 - 2.38 (2H. m). 4.14 (2H, q, J = 7. 1 Hz). 
4.52 (2H. d. J = 5.7 Hz). 5.96 (2H. s). 
6.47 (1H. dd. J = 2.4. 1.6 Hz). 6.78 (1H. d. J = 7. 9 Hz). 
6.80 C1H, dd. J = 7.9. 1.6 Hz). 6.84 (1H. d. J = 1.6 Hz). 
6.85 (1H. m). 7.59 (1H. dd. J = 9.2. 2.6 Hz). 
7.68 (1H. d. J - 1.6 Hz). 7.89 (1H. d. J = 2. 6 Hz). 
7.95 (1H. d. J = 2.4 Hz). 8.73 (1H. d. J = 9.2 Hz). 11.18 (1H. s) 
gjjfljl 1 0 3 

2-[[( h^>X-4-(xh^'>^ ;U^-;U) ^n^-frya,^-^) TiJ ] 
-N-(3.4- ^U>^**^> ^ -5-0,2,4- K'J7/-;H- J ;l) ^v~, 
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S - X "' /// C0 2 Et 

ift.£ 204-206 °C 
MASS 520(MH + ) 

1 H-NMR (400 MHz.CDCl 3 )S; 1.27 (3H. t, J = 7.1 Hz). 1.45 - 1.65 (4H, m). 
2.05 - 2.19 (4H. m). 2.28 - 2.38 (2H. m). 4.14 (2H. q. J = 7. 1 Hz). 
4.55 (2H. d. J = 5.7 Hz). 5.97 (2H. s). 6.79 (1H. d. J = 7. 9 Hz). 
6.82 (1H, dd, J = 7.9. 1.6 Hz), 6.85 (1H. d. J = 1.6 Hz). 
6.91 (1H. t. J = 5.7 Hz). 7.64 (1H. dd. J = 9.2. 2.6 Hz). 
7.86 (1H. d. J = 2.6 Hz). 8.05 (1H. s). 8.49 (1H. s). 
8.79 (1H. d. J = 9.2 Hz). 11.21 (1H. s) 

mmm 104 
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-16 2- 
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COaEt 



B6* 179-180 °C 
MASS 537CMH + ) 

'H-NMR (400 MHz.CDCUU; 1.26 (3H. t, J = 7.1 Hz). 1.44 - 1.64 (4H. m), 
2.05 - 2.17 (4H. m). 2.25 - 2.37 (2H. m). 4.13 (2H. q, J = 7. 1 Hz), 
4.52 (2H. d. J = 5.7 Hz). 5.97 (2H. s). 6.53 (1H. t. J - 5. 7 Hz). 
6.79 (1H. d. J = 7.9 Hz). 6.81 (1H. d. J = 7. 9 Hz). 6.84 (1H. s). 
7.28 (1H. d. J = 2.7 Hz). 7.32 (1H. dd. J = 9.2, 2.7 Hz). 
8.66 (1H. d. J = 9.2 Hz). 11.03 (1H. s) 

^iEfefltJ 1 0 5 




WO 95/18097 - 1 6 3 - PCT/JP94/02262 



0 




. mmms e tmm®ijmx*m^<t4® bxmco (M36%) 

m& 150-153 °c 
MASS 478 (MH + ) 

'H-NMR (400 MHz.CDCl 3 )5; 1.26 (3H. t, J = 7.1 Hz). 1.46 - 1.64 (4H, m). 
2.05 - 2.18 (4H. ra), 2.28 - 2.38 (2H, m), 4.14 (2H. q. J = 7. 1 Hz). 
4.52 (2H. d. J = 5.7 Hz). 5.98 (2H. s). 6.75 (1H. t. J = 5. 7 Hz). 

6.80 (1H. dd. J = 7.9. 0.7 Hz). 6.83 (1H. dd. J = 7.9. 1.3 Hz). 
6.85 (1H. dd. J = 1.3. 0.7 Hz). 7.69 (1H. dd. J = 9.0. 2.0 Hz). 

7.81 (1H. d. J = 2.0 Hz). 8.80 (1H, d. J = 9.0 Hz). 11.46 (1H. s) 

nmrn 1 o 6 

t I j 1-4- y >^->-N-(3.4-y f 1/ y'Jt^is^yjtfr) Kyyri F 



0 
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PCT/JP94/02262 



194-195 °C 
MASS 561 (MH + ) 

'H-NMR (400 MHz.CDCl 8 )5; 1.26 (3H. t. J = 7. 1 Hz), 1.46 - 1.66 (4H, m). 

2.08-2.16 (4H, m). 2.27 - 2.37 (2H. m). 3.95 (3H. s). 

4.13 (2H. q, J = 7.1 Hz). 4.50 (2H, d. J = 5. 5 Hz). 5.97 (2H. s), 

6.35 (1H, t, J = 5.5 Hz). 6.80 (2H. s). 6.84 (lH.s). 7. 60 (1H. s). 

8.52 (1H, s). 11.65 (1H, s) 
Mffim 1 0 7 



0 




i6£ 135-137 °C 
MASS 543(MH + ) 

•H-NMR (400 MHz.CDCl,)^: 1.26 (3H. t. J = 7. 1 Hz). 1.46 - 1.68 (4H. m). 
2.10 - 2.20 (4H. m). 2.29 - 2.41 (2H. m), 4.14 (2H. q. J = 7. i H z). 
4.17 (2H. s). 4.66 (2H. s). 5.96 (2H. s). 6.76 - 6. 82(3H. m). 
7.55 (1H. d. J = 8.8 Hz). 8.44 OH. d.J = 8.8 Hz). 10.42 (1H. s) 
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-16 5- 



PCT/JP94/02262 



mmm 1 o 8 

T * J ]-N-(3,4- ^ f I/ > -^t^ > 2, 3, 4-f h 7 b Kn-1- ± % J± 

J 'J > 




Br 



n»»j8 6 t^mo^m-vm^it^^m^m^tLxmzo mms$%) 

MASS 557(MH + ) 

'H-NMR (400 MHz. CDCU) <5 ; 1.26 (3H, t, J = 7. 1 Hz). 1.46 - 1.67 (4H, m). 
2.06 - 2.17 (4H. m). 2.28 - 2.38 (2H. m), 3.01 (2H. t. J = 6.6 Hz). 
3.46 (2H. t. J = 6.6 Hz). 4.13 (2H. q. J = 7. 1 Hz). 4.67 (2H. s). 
5.96 (2H. s). 6.77 (1H. dd. J = 7.2. 1.3 Hz). 
6.79 (1H. d. J = 7.2 Hz). 6.81 (1H. d. J = 1.3 Hz). 
7.60 (1H. d. J = 9.0 Hz). 8.57UH. d.J = 9.0 Hz). 12.38 (1H. s) 

mmm 1 o 9 

N-(3- ?ap-4- ^ ht^>^^)-5-'>7;-2-[( h Va^ri/ 



WO 95/18097 



-16 6- 
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0 




2-[[( b?>Z-4<T-th*i/) i/?a^*?yijj\,tf-w 7 $;]-N-(3- 
/ Y*^<y>Jj\,)-5-i,T J ^y»jy I K0.9g£x*y-,Ui 0l „I£tf 
xh^h Ka^^yiOmlcDig^^f^U IN- tRS^ h * A6id1 

(W39%) 
Bfe.£ 164-165 °C 
MASS 442(MH + ) 

'H-NMR (400 MHz. DMSO-ds) 6 ; 1. 14 - 1.26 (2H. m). 1.35 - 1.47 (2H. m). 
1.83 - 1.93 (4H, ra). 3.35 (1H. in). 3.84 (3H, s). 
4.42 (2H. d. J = 5.5 Hz). 4.61 (1H. d, J = 4. 4 Hz). 
7.12 (1H. d. J = 8.4 Hz). 7.30 (1H. dd. J = 8.4. 2.2 Hz). 
7.44 (1H. d. J = 2.2 Hz). 7.94 (1H. dd. J = 8. 8. 2.0 Hz). 
8.25 (1H. d. J =2.0 Hz). 8.58 (1H. d. J = 8.8 Hz). 
9.24 (1H. t. J = 5.5 Hz). 11.54 (1H. s) 



WO 95/18097 



-16 7- 



PCT/JP94/02262 



mmm 1 1 o 

Q-4- y h^^>W-5->7;^V7 7; K 



0 




N-(3- ?dd-4- ;« b*5/^>^7U)-5-2/7V-2-[[(r 5>*-4-(xb*i/* 
;|/^?-;|/) i/jra^t>*A#i^) S 7 ] <>"JT I KO. 9g£x* J -;H0 
ilRtff h7h Ko:7 3>10il©»**l*fc*PU IN- TR^YfcT- h U ^A6ml 

ft»x^;m^7jcTlAffiU/c 0 7j<Jg££LlN- &grC&1£fcU *fffl«b*aMKU 
/Co *3jcx*y-A,fr&??*tllU *Efls£tt0.42g £6femfcJlt LT^tc 0 
(JR*7290 

223-227 °C 
MASS 470(MH + ) 

•H-NMR (400 MHz, DMSO-de) 8; 1.32 - 1.48 (4H. m), 1.89 - 2.02 (4H, m). 
2.18 (1H. m), 2.31 (1H. m). 3.84 (3H. s). 4.43 (2H. d. J = 5. 7 Hz). 
7.12 (1H. d. J = 8.6 Hz). 7.31 (1H. dd. J = 8. 6. 2.2 Hz). 
7.44 (1H. d. J = 2.2 Hz). 7.93 (1H. dd. J = 8. 8. 2.0 Hz). 
8.26 (1H. d. J =2.0 Hz). 8.60 (1H. d. J = 8. 8 Hz). 



WO 95/18097 



-16 8- 
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9.43 (1H. t. J = 5.7 Hz), 11.57 OH, s). 12.10 (1H. s) 

nmm 1 1 1 

1-([4-^d ^-2-[(3- y^-zQ^/b) ii 4 )[,} 7x^;M 



0 




ftHMl 1 OtW*©^flgT*Efl:*tt*&fe»3|tfcLTf|fc. (HX$64%) 0 
259 "C 

MASS 526(MH + ) 

'H-NMR (400 MHz, DMSO-d 6 ) 5;1.48 (2H. m). 1.87 (2H. m), 2.49 (1H. m), 
2.98 (1H, m). 3.84 (3H, s). 3.91 (2H, m). 4.40 (2H. d. J = 5.7 Hz), 
7.11 (1H, d, J = 8.6 Hz), 7.28 (1H. dd, J = 8. 6, 2.0 Hz), 
7.61 (1H. d. J = 2.0 Hz). 7.94 (1H. d, J = 2. 4 Hz). 
8.26 (1H. d. J = 9.2 Hz). 9.38 (1H. t, J = 5. 7 Hz). 11.04 (1H. s). 
12.30 (1H, s) 

Mmm 1 1 2 

2-[(h^>x-4- ft nm-'y ^tu^yyt, 7S y]- 5 -? no _ N 

-(3-?no-4- n^^>^) <>77? K' 
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NH 




OCHa 




C0 2 H 



M& 233-235 °C 
MASS 478 (MH + ) 

'H-NMR (400 MHz.DMSO-ds) 5; 1.30 - 1.47 (4H. m), 1.85 - 2.02 (4H, m). 
2.13 - 2.29 (2H. in). 3.84 (3H. s). 4.40 (2H, d. J = 5.7 Hz). 
7.11 (1H. d. J = 8.4 Hz). 7.29 (1H, dd. J = 8. 4. 2.2 Hz). 
7.41 (1H. d. J = 2.2 Hz). 7.55 (1H. dd. J = 9.0. 2.4 Hz). 
7.82 (1H. d. J =2.4 Hz). 8.39 (1H. d. J = 9.0 Hz). 
9.35 (1H. t. J = 5.7 Hz). 11.15 (1H, s). 12.08 (1H. s) 

mmm 1 1 3 



5-ya^-2-[( h7>x-4- o^^ij->^;i/^r.;u) TiJ]- 

N-(3- ?nn-4- J hf-i/O^fr) sQ-JT i F 




WO 95/18097 
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Hj& 247-250 °C 
MASS 523(MH + ) 

'H-NMR (400 MHz.DMSO-d e ) 8: 1.30 - 1.46 (4H, m), 1.88 - 2.02 (4H, m), 
2.13 - 2.29 (2H. m). 3.84 (3H. s), 
4.40 (2H. d. J = 5.7 Hz). 7.11 (1H, d. J = 8. 4 Hz). 
7.28 (1H. dd. J = 8.4, 2.2 Hz), 7.41 (1H. d. J = 2.2 Hz), 
7. 67 (1H, dd. J = 9.0. 2.2 Hz). 7.94 (1H. d. J =2.2 Hz), 
8.33 (1H, d, J = 9.0 Hz), 9.35 (1H. t. J = 5.7 Hz). 11.16 (1H. s). 
12.08 (1H. s) • 

MMm 1 1 4 

2-[Q5>^-4- ti)i m-^i;!7 p^*1f> ft T $ y 1-N-(3- ?p 



0 




mmmi 1 o tmm^mxm^it^^n^^hLxm^ mm 

*> 

235-244 V 
MASS 490(MH + ) 
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•H-NMR (400 MHz.DMSO-de) 6; 1.32 - 1.50 (4H, m). 1.91 - 2.04 (4H. id). 
2.13 (1H. m). 2.34 (1H. m), 3.84 (3H. s). 4.45 (2H. d. J = 5.3 Hz). 
7.12 (1H. d, J = 8.4 Hz). 7.31 (1H. dd. J = 8.4. 2.2 Hz). 
7.44 (1H. d. J = 2.2 Hz). 8.38 (1H, dd. J = 9.3. 2.7 Hz). 
8.68 (1H. d. J = 9.3 Hz). 8.69 (1H. d. J =^2.7 Hz). 
9.68 (1H. t. J = 5.3 Hz). 11.76 (1H. s). 12.10 (1H, s) 

mmm 1 1 5 

5-7p*-2-[( h5>X-4- fj)l$*i/i/9a'\*'y-yf]J],#-Jl)-'T* J]- 
N-(3- ?pp-4- yh^^>WHht-W77;K 



0 




223-229 °C 
MASS 555(MH + ) 

•H-NMR (400 MHz.DMSO-de) 6; 1.32 - 1.50 (4H, m). 1.90 - 2.02 (4H. m). 
2.18 (1H. m). 2.26 (1H. m). 3.83 (3H. s). 3.87 (3H, s), 
4.39 (2H. d. J = 5.7 Hz). 7.11 (1H, d, J = 8.4 Hz). 
7.27 (1H. dd. J = 8.4. 2.2 Hz). 7.39 (1H. d. J = 2.2 Hz). 
8.09 (1H. s). 8.42 (1H. s). 9.24 (1H. t, J = 5.7 Hz). 11.92 (1H. s). 
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12.01 (1H. s) 
1 1 6 



Q-4- t ht^^>^;|/)-5-^7;A;>77; y 




C0 2 H 

M/SC 255-257 °C 
MASS 500 (MH + ) 

'H-NMR (400 MHz.DMSO-d.) 6 ; 1.33 - 1.51 (4H. m). 1.91 - 2.03 (4H. m). 
2.19 (1H. m). 2.31 (1H. m). 3.84 (3H. s). 3.93 (3H. s), 
4.41 (2H. d. J = 5.5 Hz), 7.11 (1H. d. J = 8. 4 Hz). 
7.29 (1H. dd. J = 8.4. 2.2 Hz), 7.41 OH. d. J = 2.2 Hz). 
8.27 (1H. s). 8.47 (1H. s). 9.28 (1H. t. J = 5.7 Hz). 12.01 (1H. s). 
12.19 (1H. s) 
1 1 7 



WO 95/18097 



-17 3- 



PCT/JP94/02262 



0 




nmmi i o tw«©^rftT»Efl:^»*efe#tt*fcbr#fc. (W68%) 

245-246 °C 
MASS 552(MH + ) 

'H-NMR (400 MHz.DMSO-de) 8; 1.32 - 1.46 (4H.. in). 1.89 - 2.03 (4H. a). 
2.19 (1H. m). 2.31 (1H. m). 2.63 (6H. s). 3.84 (3H. s). 
4.45 (2H. d. J = 5.7 Hz), 7.12 (1H. d. J = 8. 4 Hz). 
7.29 (1H. dd. J = 8.4. 2.0 Hz). 7.42 (1H. d. J - 2. 0 Hz). 
7.86 (1H. dd, J - 8.8, 2.2 Hz), 8.10 (1H, d. J =2.2 Hz). 
8.64 (1H, d. J = 8.8 Hz), 9.58 (1H. t. J = 5.7 Hz). 11.50 (1H. s), 
12.09 (1H. s) 

%mm 1 1 8 

2-[(h7>X-4- ft )±#±j/ i/ 9 a^-^yfj ~Ti J ]-N-(3- ?o 



p-4- y ht^V^^H-^f^^^T^-fMV'y?; K 



WO 95/18097 



-17 4- 



PCT/JP94/02262 




0CH 3 



CO2H 



247-249 °C 
MASS 538 (MH + ) 

'H-NMR (400 MHz.DMSO-de) d; 1.31 - 1.48 (4H. nO. 1.88 - 2.03 (4H. m). 
2.18 (1H. in), 2.30 (1H. m). 2.41 (3H. d. J = 4. 9 Hz). 3.84 (3H. s). 
4.45 (2H. d. J = 5.9 Hz). 7.12 (1H. d. J = 8.4 Hz). 
7.30 (1H. dd. J = 8.4. 2.2 Hz). 7.40 (1H. q. J = 4. 9 Hz). 
7.42 (1H. d. J = 2.2 Hz). 7.86 (1H. dd. J = 8.8. 2.2 Hz). 
8.10 ,(1H. d. J =2.2 Hz). 8.55 (1H. d. J = 8.8 Hz). 
9.53 (1H. t. J = 5.9 Hz), 11.30 (1H. s). 12.08 (1H. s) 
1 1 9 




WO 95/18097 



-17 5- 



PCT/JP94/02262 



0 0 




m& 219-221 °C 
MASS 4460IH*) 

1 H-NMR (400 MHz, DMSO-de) <5 ; 1.30 - 1.46 (4H, m), 1.85 - 2.02 (4H, m), 
2.13 - 2.29 (2H, m). 3.83 (3H. s), 4.41 (2H, d. J = 5.7 Hz). 
6.80 (1H. d. J = 8.6 Hz). 7.54 (1H, dd. J = 9. 0. 2.4 Hz), 
7.70 (1H, dd, J = 8.6, 2.4 Hz), 7.81 (1H, d. J = 2.4 Hz), 
8.16 (1H. d. J =2.4 Hz), 8.38 (1H. d. J = 9.0 Hz), 
9.33 (1H. t. J = 5.7 Hz). 11.13 (1H. -s). 12.08 (1H, s) 

mm 1 2 0 

-(3-^t;-4- /f^'Xv-^^) Kyvri Y 



0 




WO 95/18097 



-17 6- 
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190-193 °c 
MASS 470(MH + ) 

'H-NMR (400 MHz, DMSO-ds) 6; 1.30 - 1.46 (4H. m). 1.84 - 2.02 (4H, m). 
2.12 - 2.28 (2H, n). 3.90 (3H. s). 4.43 (2H. d. J = 5. 7 Hz). 
7.23 (1H. d, J = 8.8 Hz), 7.55 (1H. dd. J = 9.0, 2.6 Hz). 
7.65 (1H. dd. J = 8.8, 2.4 Hz), 7.70 (1H. d. J = 2.4 Hz). 
7.78 (1H, d. J =2.6 Hz). 8.36 (1H. d. J = 9. 0 Hz), 
9.34 (1H. t. J = 5.7 Hz). 11.10 (1H. s). 12.08 (1H. s) 

nnm 1 2 1 

2-[(K5>*-4- tDl^^^^pu^^ytpi^^ji) T$y]-5-^on-N 
-(4-?an-3- / Vf-yO^/l) Kyyr i K 



0 




MM 224-225 °C 
MASS 479(MH + ) 

1 H-NMR (400 MHz. DMSO-ds) 6 ; 1.29 - 1.46 (4H. ra). 1.85 - 2.01 (4H, m). 

2.13 - 2.28 (2H. m). 3.86 (3H. s). 4.47 (2H. d. J = 5. 9 Hz). 



WO 95/18097 



-17 7- 



PCT/JP94/02262 



6.93 OH, dd. J = 8.1. 1.5 Hz), 7.15 OH, d. J = 1.5 Hz). 

7.37 (1H. d. J = 8.1 Hz). 7.56 (1H. dd. J = 9. 0. 2.4 Hz), 

7.85 (1H, d. J =2.4 Hz). 8.39 (1H. d. J = 9. 0 Hz). 

9.39 (1H. t. J = 5.9 Hz), 11.16 (1H. s). 12.08 (1H. s) 

mmm 122 

l-[[4-^o : &-2-[(3.4- l/>^t^'^^^;l/) jj)ls<*>( Jl] 7x-;U ] 



16* 276-280 (#8?) e C 
MASS 504 (MH + ) 

1 H-NMR (400 MHz. DMS0-d») 6; 1.47 (2H. in). 1.86 (2H. m). 2.49 (1H. m). 
2.98 (1H. m). 3.91 (2H. m), 4.37 (2H. d. J = 5.7 Hz). 5.99 (2H. s). 
6.81 (1H, dd, J = 7.9. 1.6 Hz). 6.87 (1H. d. J = 1.6 Hz). 
6.92 (1H. d. J = 7.9 Hz). 7.61 (1H. dd. J = 9.2. 2.4 Hz). 
7.94 (1H. d. J = 2.4 Hz). 8.26 (1H. d. J = 9.2 Hz). 
9.350H, t. J = 5.7 Hz). 11. 07 (1H. s). 12.30 (1H. s) 



0 




WO 95/18097 



-17 8- 



PCT/JP94/02262 



$mm 1 2 3 

N-(3, 4- l/>^t^^O^;l/) ±2Jy K 'J > 



0 




Bfe£ 261-263 °C 
MASS 515(MH + ) 

'H-NMR (400 MHz, DMS0-d«) 6; 1.34 - 1.54 (4H. m). 1.95 - 2.06 (4H. m). 

2.21 (1H. m), 2.37 (1H. m). 4.29 (2H. s), 4.63 (2H. s). 6.00 (2H. s), 

6.83 (1H. dd. J = 7.9. 1.6 Hz), 6. 89 (1H. d. J = 7. 9 Hz), • 

6.91 (1H. d, J = 1.6 Hz). 7.71 (1H. d. J = 8.8 Hz). 

8.28 (1H, d. J = 8.8 Hz). 10.38 OH. s). 12.01 (1H. s) 
SMI 1 2 4 

5-^o^- 8-[( hyyx-4- tJlyn^i/'y^a^^yijJl^^Jl) y $ j ]- 
N-C3.4- yfl/>mMv^H.2.3.4-f|>7b Yu±2±l »L> 



WO 95/18097 



-17 9- 



PCT/JP94/02262 



0 




Br 



241-244 °C 
MASS 529(MH + ) 

"H-NMR (400 MHz. DMSO-da) 6 ; 1.33 - 1.52 (4H, m), 1.92 - 2.04 (4H, m), 
2.20 (1H. m). 2.28 OH, in). 2.97 (2H. t. J = 6.8 Hz). 
3.50 (2H. t. J - 6.8 Hz). 4.64 (2H. s). 6.00 (2H. s). 
6.83 (1H, dd. J = 8. 1. 1.5 Hz). 6.88 (1H. d. J = 8. 1 Hz), 
6.92 (1H. d. J = 1.5 Hz). 7.73 (1H. d. J = 9.0 Hz). 
8.45 (1H. d. J = 9.0 Hz). 12.10 (1H. s). 12.39 (1H. s) 

nmrn 1 2 5 

2-[(h?>X-4- % Jbtf * i/ is 9 n^*"* T$7]-N-(3.4- / 



0 




Br 



WO 95/18097 



-18 0- 



PCT/JP94/02262 



Mj& 245-250 °C 
MASS 509(MH + ) 

'H-NMR (400 UHz.DHSO-d.) 6 ; 1.31 - 1.48 (4H, m). 1.86 - 2.03 (4H. m), 
2.14 - 2.32 (2H. m). 4.39 (2H. d. J = 5. 7 Hz), 5.99 (2H. §). 
6.82 (1H, dd. J = 8.1. 1.6 Hz). 6.87 (1H. d, J = 8. 1 Hz). 
6.94 (1H. d. J = 1.6 Hz). 7.52 (1H. dd. J = 9.2. 2.8 Hz). 
7.76 (1H. d. J =2.8 Hz). 8.46 (1H. d. J = 9.2 Hz). 
9.33 (1H. t. J = 5.7 Hz). 11.22 (1H. s). 12.09 (1H, s) 
1 2 6 



2-[(h-7>X-4- tDl ^^^j/^u^^-ytDl^^ji) T*y]-N-(3,4- * 



F 3 CO. 





0 






0 










C0 2 H 



mmmi 1 o t®®QzmTmsz<tG®z&mvt& tixmtz 0 (ir$ 6 5%) 

219-221 °C 
MASS 491 (MH + ) 

'H-NMR (400 MHz.DMS0-d 6 ) 6 ; 1.32 - 1.49 (4H. m). 1.89 - 2.03 (4H. m), 
2.15 - 2.31 (2H. m). 4.42 (2H. d. J = 5. 9 Hz). 5.99 (2H. s). 



WO 95/18097 



-18 1- 



PCT/JP94/02262 



6.56 (1H. dd, J = 2.4, 1.8 Hz). 6.84 (1H. dd. J = 7. 8, 1.5 Hz), 

6.87 (1H. d. J = 7.8 Hz). 6.95 (1H. d. J = 1.5 Hz), 

7.76 (1H. d. J =1.8 Hz). 7.94 (1H, dd, J = 9. 0, 2.6 Hz). 

8.16 (1H. d. J = 2.6 Hz), 8.48 (1H. d. J = 9. 0 Hz), 

8.48 (1H. d. J = 2.4 Hz). 9.38 (1H. t. J = 5. 9 Hz). 11.18 (1H. s), 

12.08 (1H, s) 

mmm 1 2 7 

2-[(h5>X-4- ft as\*-V-yhJltf-)l) T^7]-N-(3.4- / 

f-l/>^^-^->^>^;l/)-5-(l,2,4x h5 , /-;t/-l- 4)1) ^^77; K 




278-281 (#8?) °c 
MASS 492(MH + ) 

'H-NMR (400 MHz,DMS0-d 6 ) 6; 1.32 - 1.50 (4H. m). 1.90 - 2.03 (4H. m), 
2.15 - 2.33 (2H. m), 4.43 (2H. d. J = 5. 7 Hz). 5.99 (2H. s), 
6.84 (1H. dd. J = 8.1, 1.1 Hz), 6.87 (1H, d. J = 8.1Hz), 
6.95 (1H. d, J = 1.1 Hz), 7.96 (1H. dd. J = 9.0. 2.4 Hz). 
8.21 (1H, d. J = 2.4 Hz), 8.25 (lH.s), 8.54 (1H. d. J = 9.0 Hz). 



WO 95/18097 



-18 2- 
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9.24 (1H, s). 9.37 (1H. t. J = 5.7 Hz), 11.23 (1H, s). 12.09 (1H. s) 

mmm 1 2 8 




^Sfcfcl 1 1 0 «tl^«l©^j*T-^i5ri:^^^efeit^ B H H t LTff /Co (IR$72«) 
gfc.6 238-241 (#8?) "C 
MASS 450(MH + ) 

'H-NMR (400 MHz. DMSO-de) 6 ; 1.32 - 1.48 (4H, n). 1.89 - 2.03 (4H. m). 
2.19 (1H. m). 2.31 (1H. m). 4.40 (2H. d. J = 5.7 Hz). 5.99 (2H. s). 
6.83 (1H, dd. J = 7.9. 1.5 Hz). 6.87 (1H. d. J = 7.9 Hz). 
6.95 (1H. d. J = 1.5 Hz). 7.93 (1H. dd. J = 8.8. 2.0 Hz). 
8.26 (1H. d. J =2.0 Hz). 8.60 (1H. d, J = 8.8 Hz). 
9.40 (1H. t. J = 5.7 Hz). 11.61 (1H. s). 12.09 (1H. s) 

mmm 1 2 9 

5-7*n^2-[( h y >*-4- tijltf±jsj^_9 a^-fyt})V^=.)i) T ^ J ]-4- 



WO 95/18097 



-18 3- 



PCT/JP94/02262 



0 




it£ 245-249 °C 
MASS 533(MH + ) 

'H-NMR (400 MHz.DMSO-de) 6 ; 1.32 - 1.50 (4H. m), 1.90 - 

2.18 OH, m), 2.26 OH, m). 3.87 (3H. s). 4.37 (2H, d. J = 5.7 Hz), 
5.99 (2H. s), 6.80 (1H, dd. J = 7.9, 1.6 Hz). 
6.86 (1H. d. J = 7.9 Hz). 6.91 (1H. d. J - 1.6 Hz). 8.10 (1H. s), 
8.42 (1H. s). 9.21 (1H. t. J = 5.7 Hz). 11.96 (1H. s). 12.01 (1H. s) 

mmm 1 3 0 

5-?aa-2-(2,5-^y h * i/ 7 x -)IT* ? i F)-N-(3.4- tf-Vy f Jjr*is 



0 




WO 95/18097 - 1 8 4 - PCT/JP94/02262 

MASS 483(MH + ) 

'H-NMR (400 MHz.DMSO-d.) 6 ; 3.60 (2H. s).3. 68 (3H, s),3.71 (3H, s), 
4.32 (2H, d. J = 5.9 Hz). 6. 00 (2H. s). 6.77-6. 94 (6H. m), 
7.53 (1H, dd. J = 8.6. 2.2 Hz). 9.26 (1H. t. J = 5. 9 Hz), 
11.08 (1H. s) 

mmm 1 3 1 

5-^nn-2-(2,5-yntM>77; K)-N-(3.4- t f V > 2*± ^ > 2 



0 




mmmz 4 tisi*©#ft-«ert:#tt*fifetefli: L-n#fc 0 (JR956K) 

MASS 469(MH + ) 

•H-NMR (400 MHz.CDCh) <5 ; 3.84 (3H. s). 4.04 (3H. s). 

4.52 (2H. d. J = 5.7 Hz). 5.94 (2H. s). 6.34 (1H. t. J-5. 7Hz) . 
6.73-6.84 (3H. m). 6.95 (1H. d ,J=9.0Hz). 

7.06 (1H. dd. J - 3.1.9.0Hz). 7.38-7.44 (2H.m).7.77 (lH.d. J=3. 1Hz). 
11.71 (1H. s) 

Mmm 1 3 2 

4-T^y-5- 7'o^-2-[( >fyz3f;>f^^tol>) TJVHK3.4- y 



WO 95/18097 - 1 8 5 - PCT/JP94/02262 



0 




'H-NMR (400 MHz, DMSO-ds) 6 ; 4. 38 (2H. d. J = 5. 7 Hz). 5. 98(2H, s). 
6.19 (2H. br s). 6.80C1H. dd. J=l. 6. 7. 9Hz). 6.86 (1H. d. J=7.9). 
6.9K1H. d. J=1.6Hz). 7.80 (2H. d. J = 5. 9 Hz). 8.05 (lH.s). 
8.22 (1H. s). 8.84 (2H. d. J =5.9 Hz). 9.10 (1H. t. J = 5.7 Hz). 
13.35 (1H. s) 

mmm 1 3 3 

4-TS7-5- 7 < o J &-2-[(4-tert-^^;U^>-(f y^Jl TS7]-N-(3.4 



0 




WO 95/18097 



-18 6- 
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K£ 234-235 °C 

•H-NMR (400 HHz.DMSO-d.) 6: 1.25 (9H, s), 4.28 (2H. d. J = 5.8 Hz), 
6.00 (2H. br s). 6.78 (1H, dd J=l. 6. 8. 1Hz), 6.87 (1H. d. J=1.6Hz). 
6.88 (1H, d. J=8.1Hz), 7.00 (1H s), 7.49-7.54 (2H. id). 
7.66-7.71 (2H. m). 7.86 (1H. s). 8.97 (1H. t, J = 5. 8 Hz), 
12.68 (1H. s) 

mmm 134 

4-T $ J -5- fu *-2-U I T $ I -N-C3, 4-> ^ U > S>*-* 



0 




K£ 178-180 °C 

'H-NMR (400 MHz.DMSO-ds) 6; 3.08 (3H, s). 3.83 (3H, s). 
4.33 (2H. d. J = 5.7 Hz). 6. 17 (2H. br s). 6.94 (1H, s). 
7.11 (1H. d. J = 8.6 Hz). 7.25 (1H. dd. J = 2.0.8.6 Hz). 
7.36 (1H. d. J = 2.0 Hz). 8.00 (1H. s). 9.07 (1H. t. J = 5.7 Hz). 
11.80 (1H, s) 

nm® 1 3 5 

5-^a^-2-(^>X^t^^) T $ J -N- (3. 4- 1 ? V y * ± > g > ^ * > 



WO 95/18097 



-18 7- 



PCT/JP94/02262 




H£ 172-173 °c 

1 H-NMR (400 MHz.DMSO-de) 5; 4.31 (2H. d. J=5.9Hz). 

6.77 (1H. dd. J=1.6Hz. 7.9Hz). 6.87 (1H, d. J = 1.6 Hz). 
6.89 (1H. d. J = 7.9 Hz). 7.45-7.55 (3H. m). 7.60-7.74 (4H. m). 
9.33 (1H. m). 11.56 (1H. s) 
1 3 6 



N-(3- ?do-4- * ht->^>i>^)-5->7;-2-[((S)-5- ±±2lZl f b 2 




WO 95/18097 



-18 8- 



PCT/JP94/02262 



1 H-NMR (400 MHz,DMS0-d 6 ) 6: 2.23-2.35 OH, m). 2.52-2.63 (3H. m). 
3.84 (3H. s). 4.43 (2H, d. J = 5. 7 Hz). 5.12-5.17 (1H. m). 
7.12 (1H. d. J = 8.6 Hz). 7.32 (1H, dd. J = 8.0. 2.4 Hz). 
7.43 (1H. d. J = 2.4 Hz). 8.00 (1H. dd. J = 1.6.8.9 Hz). 
8.30 OH, d. J =1.6 Hz). 8.60 (1H. d, J = 8.9 Hz). 
9.41 (1H. t. J = 5. 7 Hz). 12.02 (1H, s) 

mmm 1 3 7 

N-(3- ?pp-4- S ht-X>v?;l/)-5-^7;-2-[((R)-5- sM^V -2- "rY 



0 




231-232 °C 

•H-NMR (400 MHz.DMSO-d.) 8; 2.23-2.35 (1H. m). 2.52-2.63 (3H. ■). 
3.84 (3H. s), 4.43 (2H. d. J = 5.7 Hz). 5.12-5.17 (1H. m). 
7.12 OH. d. J = 8.6 Hz). 7.32 (1H. dd. J = 8. 0. 2.4 Hz). 
7.43 (1H. d. J = 2.4 Hz). 8.00 (1H. dd. J = 1.6.8.9 Hz). 
8.30 (1H. d. J =1.6 Hz). 8.60 (1H. d. J = 8. 9 Hz). 
9.41 (1H. t. J = 5.7 Hz). 12.02 (1H. s) 



WO 95/18097 



-18 9- 
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1 3 8 



0 

Br 




COOEt 



^JI^J3 4 tI^^©^^TSiafk^%^efe^ H H BttTf#/Co (H5Up59%) 
'H-NMR (400 MHz.CDCh) 6; 1.26 (3H, t. J=7.1Hz). 1.44-1.64 (4H, in), 
2.06-2.14 (4H. m). 2.25-2.36 (2H. m). 4.13 (2H. q, J=7. 1Hz). 
4.42-4.49 (4H. m). 5.97 (2H. s). 6.30 (1H. t, J=5.5Hz). 5.97 (2H, s). 
6.83 (1H. s). 7.49 (1H, s), 8.20 (1H. s). 11.57 (1H. s) 
1 3 9 



4-T $ y-5- yo^-N-(3-^on-4- / h^^>^^/)-2-[[h7>^-4-(x 



0 

Br. ^ ^ .CI 



K 




0CH 3 



COOEt 



WO 95/18097 
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■H-NMR (400 MHz.DMS0-d«) 5; 1.26 (3H. t. J=7. 1Hz). 1.42-1.64 (4H. m), 
2.24-2.37 (2H, m), 3.91 (3H. s). 4.13 (2H. q, J=7. 1Hz). 
4.46 (2H. br s), 4.49 (2H. d, J=5.6Hz). 6.30 (1H. t, J=5.6Hz), 
6.92 (1H. d, J=8.4Hz), 7.20 (1H. dd. J = 2.2.8.4 Hz). 
7.37 (1H, d. J = 2.2 Hz). 7.49 (1H. s), 8.21 OH, s). 11.54 (1H. s) 

HSfeffU 1 4 0 

4-T$y-5- 7'd^-2-[( h5>X-4- ta^Vyjjfrtf^ji ) 
T$y]-N-(3,4- ^^-^y^yt^i/^y^ji) KyvT* K 



0 




^^'^COOH 



mmm3 4 tmm®ij&rmB<tit®z&&m&tLzmz 0 (ir^75%) 

1 H-NMR (400 MHz. DMSO-ds) 6; 1.30-1.47 (4H. m). 1.90-1.99 (4H. m). 

2.13-2.24 (2H, m), 4.33 (2H. d. J=5.6Hz), 5.98(2H. s). 

6.00 (2H. br s). 6.77 (1H. dd. J=l. 6. 8. 1Hz). 6.88 OH. d. J=1.6Hz). 

7.90 (1H, s). 8.04 (1H. s). 8.95 (1H, t. J=4.0Hz). 11.93 (1H. s) 
$kffiM 1 4 1 

4-T$y-5 - 7'a^-2-[( h5>X-4- tUlstf^is^ta^yytpitf^ji ) 
T^y]-N-(3- ?nn-4- / h*is<yj?)l) Ky-JT * K 



WO 95/18097 



-19 1- 
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M& 274-276 °C 

'H-NMR (400 MHz.DMSO-d.) 6; 1.30 - 1.47 (4H. m). 1.90 - 1.98 (4H. m). 
2.12-2.23 (2H. m), 3.83 (3H. s). 4.35 (2H. d. J = 5. 6 Hz), 
6.0K2H, br s). 7.11 (1H, d. J = 8. 6 Hz). 
7.25 (1H. dd. J = 8.6, 2.2 Hz). 7.36 (1H. d. J = 2.2 Hz). 
7.90 (1H. s). 8.03 (lH.s). 8.98 (1H. t. J=5.4Hz). 11.89 (1H. s) 

mmm 1 4 2 

2-[((R)-4-;fr;l/^^;t'-2- hKo^^'J/lQ T*y]-N-(3- ?nn-4- 



0 




WO 95/18097 



-19 2- 
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N-(3- ?od-4- / h*2/^>s;A,)-5-i/Ty-2-[((R)-5- *+y-2- 

tKD75>**^) T^y] -< >VT , K500Bg ^i.i-^^^yg.aii 

168-170 °C 

'H-NMR (400 MHz.DMSO-ds) 5: 1.68-1.80 OH. m). 1.95-2.05 (1H, m). 
2.12-2.30 (2H. m). 3.84 (3H. s). 4.05-4.13 (1H. ■). 
4.40-4.47 (2H. m). 6.35 (1H. br s). 6.79 (1H br s), 
7.09-7.15 (1H, m). 7.29-7.42 (2H. m). 7.43 (1H. d. J=2.0Hz), 
7.96 (1H. dd. J=2.0,8.8Hz), 8.27 (1H. d. J=2.0Hz), 
8.77 (1H. d. J=8.8Hz), 9.40 (1H. t, J=5.7Hz). 12.16 (1H. br s) 

mm 1 4 3 
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180-182 °C 

'H-NMR (400 MHz.DMSO-de) 6: 4.25 (2H, d. J=6.0). 5.28 (2H, s). 
5.76-5.80 (2H,m), 5.96 (2H. s). 6.39 (2H, s). 6.81-6.86 (2H. m), 
7.28 (1H. d. J=9.2Hz). 8.21 OH. t. J=6. 0Hz) 

mm 1 4 4 

5-^D ; &-2-,4-^7;;-N-(3,4-/f.l/>^t^'> / <>^;i') ^>77; K 
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2,4-^7;;-N-(3,4-^f U>^t + i^<>^^) K6.47g £x£ 

y-;U50ml CMU v0 -5 < K) 47ftHBr7jc&&3ml *tW*.fco ^Cfifeg B B B ^ 

150 °CT1 l$IBS#bfc*<&ftI*fcb*:o ^yf-^X^**S/K**ET 

;t/=. 1 : 1) TflMSU »Efl:^«1.80g bT#/c 0 (IR^22%) 

M& 148-150 °C 

'H-NMR (400 MHz.DMSO-ds) 6; 4.25 (2H, d, J=5.9Hz), 5.45 (2H. s), 

5.97 (2H. s). 6.02 (1H, s). 6.49 (2H. s), 6.74 (1H. dd, J=l. 6. 8. 1Hz). 
6.82-6.86 (2H, m). 7.62 (1H. s). 8.44 (1H. t, J=5. 9Hz) 
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